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Abstract iii

Abstract

This thesis describes the incorporation of carbohydrate groups in thiourea, 1, or

iminophosphorane, 2, ligands.
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R’ is a sugar derived moiety

Several carbohydrate acyl thioureas, 3, were synthesised from the reaction of
protected and unprotected D-glucosamine with acyl isothiocyanates, RCONCS.
Internal hydrogen-bonding forms a planar six-membered ring, which locks the
thiourea into an Z,E,Z-anti conformation as shown by ‘H NMR spectroscopy and
confirmed by X-ray structure determination of two examples. As neutral ligands
to Rh(lll), Rh(l), Ru(ll), Pd(ll), Pt(Il) and Au(l) they bond through the sulfur atom
with retention of the six-membered ring and the Z,E,Z-anti conformation. This
was confirmed by two X-ray structure determinations on Rh(lll) and Pd(ll)
examples which also showed the new hydrogen-bond formed by HN2 to a halide

on the metal.

Deprotonation of the ligands 3 with NaOAc gave anionic species which formed
bidentate chelating complexes with metals. When attached to Rh(lll), Ru(ll) or
with two thiourea bonding to Pd(ll) it forms a four-membered ring through the S
and N2 atoms which retains the hydrogen-bond. If Rh(l) or (C,N-
dimethylbenzylamine-Pd) is used a six-membered ring is formed through the S
and O atoms which disrupts the hydrogen-bond. This disruption of the hydrogen-

bond is apparent from the chemical shift of HN1. For examples where
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coordination led to a chiral metal complex (e.g. for Cp*RhCI(N,S-thiourea)) NMR
measurements showed that the natural chirality of the ligand did not provide any

selectivity with equal proportions of the two diastereocisomers formed.

Iminophosphoranes were produced by the reaction of protected sugar azides
with phosphines via the Staudinger reaction. Cyclometalated complexes, 4, could
not be formed directly which an X-ray structure determination suggested was
because of steric crowding of the nitrogen. An indirect transmetalation route
was developed where the sugar azides were reacted with the mercurated
diphosphine, Hg(2-C¢H4PPh;);, and the resulting iminophosphoranes
transmetalated with [NMey][AuCls] to produce cyclometalated Au(lll) dichloride
complexes. Two X-ray structure determinations showed that the five-membered
metalocyclic ring was in an envelope conformation. The chlorides were labile and

able to be displaced by PPh; and thiosalicylic acid.

A series of N-sugar and N-phenyl iminophosphorane Au(lll) complexes were

shown to catalyse the addition of 2-methyl furan to methyl vinyl ketone.
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Chapter One

Introduction

Carbohydrates are an extremely important class of biomolecules and are the
most abundant class of molecules in the biosphere comprising two thirds of all
carbon in the biosphere [1]. Cellulose is the most abundant carbohydrate being
half of all organic carbon [2]; 10™ kilograms of cellulose are synthesized and
decomposed each year [2]. The simplest sugars, monosaccharides, have the
general formula C,H,,0,, or C,(H,0),, which is the origin of their name as they
were thought to be hydrated carbon [3]. Carbohydrates have a large number of
different biological roles including structural, cellulose in plants and chitin in
arthropods; energy storage, glycogen in animals and starch in plants; as well as in
processes such as cell recognition [4]. There are a large number of simple
carbohydrates and many ways that they can be joined, meaning that there is a
huge variety of carbohydrates that are available for use synthetically as well as in
biological systems. Carbohydrates are an excellent way to introduce a number of

interesting properties into compounds, such as chirality, water solubility and

bioactivity.
1.1 Use of carbohydrates with metals
1.1.1 Using metals for synthesis of carbohydrates

There is a large background of material for the use of metals in synthetic
carbohydrate chemistry [5]. The Koenigs-Knorr reaction is a classic example of
this, a glycosidation reaction between an acylated a-glycosyl halide and an
alcohol with an insoluble silver salt, either silver oxide or silver carbonate [6, 7],
Scheme 1.1. Many other metal salts have been used for this reaction such as
mercury oxide and mercury bromide [8], cadmium carbonate [9] and silver

triflate [10] to name a few. Organometallic reagents also find other uses in
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synthetic carbohydrate chemistry; alkyl stannylenes have been used to activate
specific sugar hydroxyl groups [11]; carbohydrate complexes with titanium have

been used to promote diastereoselective reactions [12].

— ROH /&/
—_—
- Ag,CO3 e OR
Br

Scheme 1.1 General scheme of the original Koenigs-Knorr reaction between glycosyl!

bromide and an alcohol in the presence of silver carbonate.

1.1.2 Carbohydrates as ligands

Carbohydrates have been widely studied as ligands. This review will be selective
and only touch on the basics of such a wide topic. For more comprehensive
details a number of reviews have been published. Reviews have been written on
carbohydrates as coordination ligands [13, 14], their biological applications [15,

16], and the use of carbohydrates as asymmetric catalysts [17-19].

1.1.2.1  Carbohydrates as coordination ligands

With their large number of pendant hydroxyl groups, natural abundance and
large variability it is little wonder that carbohydrates have been extremely widely

studied as coordination ligands.

1.1.2.2  Non-modified carbohydrates as coordination ligands

There are significant difficulties involved in the study of the coordination of non-

modified carbohydrates to metals. Because of the large number of hydroxyl
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groups available for coordination and the different configurational isomers that
are possible, complex equilibria are often established and this complicates
isolation and characterization [20]. As a general rule trivalent ions form stronger

complexes than the mono and divalent ions.

1.1.2.3  Modified carbohydrates as coordination ligands

Because of the issues involved in non-modified sugar-metal complexes
carbohydrates are often modified before complexing. These additional groups
can enhance the binding affinities to metals, as well as making the complexes
more crystalline. For example the condensation of 4,6-O-ethylidene-§3-D-
glucopyranosylamine with salicylaldehyde produces a ligand with a pendant
group that can act as a chelating group [21]. The vanadium complex is shown in

Figure 1.1; molybdenum, uranium [21] and copper analogues are known [22].

A
HO O\ /N_

J Me,NH,"
_
I\
o ©O
Figure 1.1 A di-oxo vanadium complex with a carbohydrate featuring a pendant

chelating group [21].

Carbohydrates can be modified by derivatising the hydroxyl groups for example a
2,3-bis-O-(diarylphosphinite) [23], or by replacing the hydroxyl groups with other
functionalities such as thioethers [24], Figure 1.2. Many other examples are
known, that also show interesting properties, such as the N,N palladium chelate

shown in Figure 1.3, which can be used for the hydrogenation of olefins [25].
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5 T :
O
B) OPiv Phy OPh
OPPhy

(@)
H
Pi S\/\ OPiv
OPiv S
Pi OPiv
OPiv
Figure 1.2 A) A 2,3-bis-O-(diarylphosphinite) [23]; B) A Dithioether [24].
OAc
(@]
AO / \ Ao
N N
OAc \Pd/ OAc
‘ o
[\K:'\./'\f\./‘_—_s./\./\.f\. C[\]
OAc
Figure 1.3 An N,N palladium chelate based on glucose used for hydrogenation of olefins
[25].

1.1.2.4  Carbohydrates as organometallic ligands

A large number of organometallic ligands are based on carbohydrates. While the
carbohydrate is generally modified with a pendant group that binds to the metal,
there are examples where the metal is directly bonded to one of the
carbohydrate carbons. Figure 1.4 shows compounds where the metal is directly
bonded to the anomeric carbon, with iridium [26], manganese pentacarbonyl
[27] and tributyl tin [28] examples. A common feature of these compounds and
most of the ones for this work is that there are no free hydroxyl groups, they
have all been protected. While the hydroxyl groups may impart water solubility
as a desirable trait, often this gives major difficulties. The hydroxyl groups may
preclude the use of common organic solvents and the presence of free hydroxyl

groups can interfere with reactions. For these reasons the hydroxyl groups are
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often protected. There are many options for the protecting groups including inter

alia acetate, benzoyl, benzyl, trityl, acetal and silyl ethers.

AcO A) B)
PMeg OAc
| <0
Oﬁ Ir—Br 0
O C|/| AcO
PMe3 AcO Mn(CO)5
OAc
OAc OAc
C)
OBn
oh /vo B
(6)
BnO Sn(C4H9)3
Figure 1.4 Examples of organometallic complexes with the metal bonded to the

anomeric carbon. A) An iridium example [26]; B) A manganese

pentacarbonyl example [27]; C) A tributyl tin example [28].

Figure 1.5 shows examples where a pendant group is bonding to the metal. Such
compounds have shown a very wide range of properties including; antitumor
[29], antimalarial [30], radioactive imaging [31], as well as catalysts for

epoxidation [32] and hydrogenation [25] of olefins.

OH
A) o B)
(0]
o HO
HO OH
| NH
Fe 0
AcO o
i 7 AcO
OAc
|
OAc Tc
oc”| co
Cco
Figure 1.5 A) [6-0-(1,2,3,4-Tetra-O-acetyl--p-glucopyranose)]-1-ferrocene carboxylate

[30]; B) A tricarbonylcyclopentadienyl technetium(l) core with 2-amino-2-

deoxy-D-glucose attached [31].
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1.2 Properties of carbohydrates to be exploited

There are three main properties of carbohydrates that have potential use in
organometallic chemistry: water solubility, chirality and biofunctionality. There
are many examples in the literature where water solubility is an important
feature supplied by carbohydrates such as in water-soluble catalysts [25] and
radioactive tracers for medical use [31]. Of more local relevance, other workers
at the University of Waikato have produced organometallic compounds which
show some activity as anti-cancer agents such as phosphine gold(l) thiourea
complexes [33] and gold(lll) iminophosphoranes [34], however these are made
from water-insoluble ligands which limits their use as drugs. If they could be
modified to include an unprotected carbohydrate moiety this would boost their

water-solubility.

Secondly carbohydrates are a useful source of chirality; glucopyranose has five
chiral centres. In a reaction that generates a chiral centre in the absence of any
asymmetric influence, a racemic mixture will be produced; while if there is some
asymmetric influence differing proportions of enantiomers can be formed [4]. It
is possible to use carbohydrates to induce an asymmetric influence on a reaction
which is very important in today’s chemistry. Many of today’s drugs are
enantiopure compounds and this class is becoming more important. Of the drugs
submitted to the FDA over 1992 to 2003, the number that are achiral or a
racemic mixture were declining while the number of enantiopure drugs was
increasing [35]. In a racemic mixture the “inactive” enantiomer may contribute
to adverse side effects [36]. Carbohydrates can be bound to a reactant giving a
local chiral influence with the carbohydrate being removed after the reaction has
occurred or a reagent can be made with a carbohydrate attached [4]. For
example an asymmetric borohydride with a glucofuranose derivative attached
can reduce aryl ketones with high selectivity [37], Figure 1.6. Carbohydrates can
also be used as chiral catalysts. Chiral catalysts have been made with iridium

complexes of derivatised xylose based ligands [38]. Carbohydrate ligands have
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also been included in catalysts that have been used for asymmetric
hydrogenations [23, 39], asymmetric hydroformylation [40], hydrocyanation
[41], epoxidation of olefins [42, 43] and allylic alkylation [44].

"~ Q
Figure 1.6 A carbohydrate bound reagent, the borohydride can selectively reduce aryl

ketones [4].

Thirdly carbohydrates are important for providing biofunctionality. They are
widely used in nature as mono-, oligo- and polysaccharides, as well as being
attached to other biomolecules to form glycolipids and glycoproteins.
Carbohydrates are also involved in cell-cell interactions with for example the
adhesion of neurons in the development of the nervous system being mediated
by carbohydrates [2]. Different pendant oligosaccharides on red blood cells
produce the different blood groups [3]. Lectins are a class of proteins that bind
carbohydrates, and have important roles such as mediating immune responses
and infectious cycles. B-Galactosyl glycoconjugates are specifically up taken by
lectins in the liver [2, 45]. Using a carbohydrate based ligand can potentially
reduce toxicity and improve molecular targeting [45]. For example MRI agents
have been developed that use the biofunctionality of carbohydrates in their
action; one example uses a [3-galactopyranose blocking group to prevent water
molecules interacting with the gadolinium, Figure 1.7. In the body it is exposed to
the B-galactosidase enzyme which cleaves the blocking group allowing access to
water molecules altering the gadolinium’s properties [46]. Another example has

similar properties with a B-glucuronic acid portion that can be hydrolysed by a [3-
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glucuronidase enzyme [47], Figure 1.7. Both examples use the biofunctional

properties of carbohydrates to elicit a change in the behaviour of the drug.

B-galactosyl blocking group

s — A
A) OH
OHJ oH
HO
o o]

0 (0] \
B) Ho P N N
0 H
HO HN
HO > (0] o o
\ J 0
Y ~. / _.0
. . L \ Al X =0
Enzymatically labile B-glucuronic acid _N-- -Gd-——N\
AN 4
N N
\—I
Figure 1.7 Examples of medical imaging agents sensitive to the enzymes; A) [

galactosidase [45] ; B) f-glucuronidase [45].

1.3 Research goals for the project

There were four main goals for this project. The first was to see if it was possible
to produce thiourea and iminophosphorane complexes that contained protected
carbohydrate functionality and to characterise the new compounds. The second
goal was to investigate if it was possible to produce and characterise complexes
with unprotected carbohydrate groups. Thirdly the biological activity of some of
the compounds was to be investigated to see if there was any improvement over
non-carbohydrate based analogues. It was hoped that this would tie into the
previous goal, since complexes with unprotected sugars would be expected to be
more water soluble which had the potential to boost the biological activity of the

complexes compared to the protected analogues. Finally the carbohydrate
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complexes were to be investigated to see if they could act as catalysts. This was
important as if they were catalysts, there was the potential for them to act as

chiral catalysts.

1.4 Overview of work covered

This was only a brief review of a very large area and more specific details and
literature references will be referred to in each individual chapter. Chapter Two
will discuss the use of sugar-derivatised thioureas as neutral ligands with various
metals, while Chapter Three will look at their uses as anionic ligands. Chapter
Four will detail the use of carbohydrate iminophosphoranes in cyclometalation
reactions to gold(lll). Chapter Five will describe some catalytic properties of the

new complexes.
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Chapter Two

Sugar thioureas as neutral ligands

2.1 Thioureas as ligands

Thioureas are compounds with the general formula R{R,N(C=S)NR3R;, and are
analogous to ureas with the oxygen replaced with sulfur. Thioureas are very
versatile ligands capable of acting as neutral [1], monoanionic [2] or dianionic
ligands [3], Figure 2.1. They have been widely studied for many applications
including liquid-liquid extraction, and pre-concentration and separation of
platinum group metals (PGMs) and as sequestering agents for copper sulfides
and mercury. Several drugs have the thiourea functional group such as
sulfathiourea which is an antibacterial agent. The sulfur atom is very soft and
readily forms complexes with soft metals such as Au [4] and Hg [5], although it

can also bond to harder metals such as Fe [6] and Zn [7].

B) +
PhsP, S
NH-pTolyl NN / \—‘ -
A) /Pt\ /:C—N O BPh,
PhsP N \ /
) NEt,
(CO);Re’<H C) Ph
7
H Re(CO);
\ / PhsP. S Me
(CO)4Re—/H N\ J/
Pt C—/—N
PhsP r|\1
Me
Figure 2.1 Binding modes of thioureas; A) Neutral [1]; B) Monoanionic [2]; C) Dianionic

[3].
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211 Benzoyl thioureas as ligands

Benzoyl based thioureas have been extensively studied as neutral ligands to a
wide array of metals, including Pt, Pd, Hg, Cu, Ni, Co. The most important factor
in their coordination is the potential to form an intra-molecular hydrogen-bond.
In N-alkyl-N’-benzoyl thioureas a hydrogen-bond is formed between the
thioamide proton (HN1) and the carbonyl, which forms a flat six-membered ring,
Figure 2.2. For N,N-di-alkyl-N’-benzoyl thioureas this hydrogen-bond cannot
occur, Figure 2.2. This can be clearly seen in a comparison of the crystal
structures of N-propyl-N’-benzoyl thiourea [8], 1, and N,N-di-n-propyl-N’-(2-
chlorobenzoyl)-thiourea [9], Figure 2.3, where for the latter compound the six-

membered ring has been twisted, bringing the C=S group towards the carbonyl.

DO U SN
S)\N)kph R\T T Ph
|

HN2 R HN2

Figure 2.2 A) An N-alkyl-N’-benzoyl thiourea showing the intra-molecular hydrogen-
bond between the carbonyl and HN1; B) An N,N-di-alkyl-N’-benzoyl! thiourea

with no intra-molecular hydrogen-bond.
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Figure 2.3 Comparison of the geometry of N-alkyl- and N,N-di-alkyl-N’-benzoyl!
thioureas. A) 1 [8]; B) N,N-di-n-propyl-N’-(2-chlorobenzoyl)-thiourea; only

one of the two independent structures from the unit cell is shown [9].

Because the N-alkyl thioureas are locked into an internal six membered ring, they
strongly favour being monodentate ligands through the sulfur atom, while the
N,N-di-alkyl thioureas prefer to act as bidentate ligands coordinating through the
sulfur and carboxyl oxygen with concomitant loss of the HN2 proton to form an
anionic ligand. A comparison of the two different bonding modes is shown in

Figure 2.4.
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A) ﬁ
"

5 5

Figure 2.4 Comparison of the different bonding modes for N-alkyl- and N,N-di-alkyl-N -

benzoyl thioureas; A) Neutral thiourea coordinating though the sulfur atom
[10]; B) Monoanionic thiourea coordinating through the sulfur and oxygen

atoms [11].

1 has been widely studied as a neutral ligand. Figure 2.5 shows 1 and examples
of complexes it forms. Neutral complexes with the thiourea coordinated through
the sulfur atom have been reported with palladium [12], copper [12], rhodium
[10] and platinum [13]. It shows the features that are expected when an N-alkyl-
N’-benzoyl thiourea is coordinated to a metal. The thiourea acts as a
monodentate ligand, and coordinates to the metals through the sulfur atom.
Crystal structures of different complexes show that the intra-molecular
hydrogen-bond is still present in the complexes, and that the HN2 proton forms a

hydrogen-bond to the halide on the metal [10, 12-14].
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Figure 2.5 1 and complexes it forms; A) 1; B) 2-3, Platinum complexes [14]; C) 5-6,

Palladium complexes [14].

Acyl thioureas act in a similar fashion to benzoyl thioureas, with the carbonyl
acting as the donor for the hydrogen-bond, Figure 2.6. N-(4-methylphenyl)-N'-
ethoxycarbonyl-thiourea forms complexes with copper [15]. Related examples
are N-phosphorylated thioureas, with the P=0 group producing the same six-

membered ring as the benzoyl thioureas [16].
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Figure 2.6 Examples of acyl and related thioureas with similar features as benzoyl!

thioureas; A) Ethoxycarbonyl thiourea copper(l) complex [15]; B) N-
phosphorylated thiourea palladium complex [16].

2.2 Sugar thioureas

Sugars with a thiourea group are well established with many examples in the
literature. The thiourea group has been used to link a series of disaccharides into
a cyclic structure [17], Figure 2.7. Closely related thiosemicarbazones have been
made [18], Figure 2.7. Sugar thioureas have been studied for a variety of reasons
such as biological activity, for example they can act as N-acetyl-B-D-
hexosaminidase inhibitors [19]. They are also used as precursors to ureas by
desulfurization of the thiourea with HgO [20, 21], which avoids the use of

phosgene.
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Figure 2.7 A) Cyclic sugar with thiourea linkers [17]; B) Example of a sugar

B) OH

thiosemicarbazone [18].

While there are a large number of sugar derived thioureas, much less is known
about their chemistry as coordination ligands. The thiourea group is often used
merely as a way of linking the sugar to another functional group which
coordinates to the metal. For example sugars have been linked via a thiourea to
a chelating group that was used to bind europium [22], as well as a cyclam which
bound Cu?**, Co®*, Ni** and Zn®" [23], Figure 2.8. Ferrocene has been linked to

sugars via a thiosemicarbazone [24].
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Figure 2.8 A) Cyclam used to bind Cu**, Co™, Ni** and Zn®* [23]; B) A sugar linked to

ferrocene via a thiosemicarbazone [24].

There are very few compounds where the thiourea is a neutral ligand bonding
directly to the metal through the sulfur atom, and to our knowledge a German
group has published the only paper on this [25]. They took the thiourea shown in
Figure 2.9 and used it as a neutral ligand to form complexes with [Cp*MCl,], (M =
Rh or Ir), PdCl,, PtCl,, (Me,S)AuCl and [Pd(C,N-DMAB)CI], [25]. As discussed in
more detail in Chapter Three there is little more known about sugar thioureas as

anionic ligands, with only two previous papers.

OH
s
o)
HO
HO N NH,
H
OH

Figure 2.9 Sugar thiourea used as a neutral ligand to form metal complexes [25].
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In light of the lack of knowledge of the properties of coordination to metals via
the sulfur atom of sugar thioureas, a number of acyl sugar thioureas were
synthesised. Once in hand their coordination to metals as neutral ligands was
investigated. A non-acyl sugar thiourea was synthesised to see if it was similar to

the acyl sugar thiourea in its coordination behaviour.

2.21 Synthesis of sugar thioureas

To investigate their properties as ligands, carbohydrates with thiourea
functionality were required. Thioureas can be synthesised by a number of
different routes. One common method is the reaction of an amine with an
isothiocyanate with the addition reaction giving the desired thiourea. This
pathway requires an amino sugar (a sugar with a hydroxyl group replaced with
an amine). While amines can be introduced synthetically into a sugar,
glucosamine is a ready source of a natural amino sugar. It is found in chitin which
is the basis for the exoskeletons of crustaceans and insects and is the precursor
to all amino sugars in nature [26]. To use glucosamine in reactions it is preferred
that the hydroxyl groups are acetylated while the amine is still free. 1,3,4,6-tetra-
O-acetyl-B-D-glucosamine, 7, is conveniently prepared by protection of the
amino group by conversion to a benzylidene with 4-methoxybenzaldehyde;
acetylation followed by deprotection with hydrochloric acid gives 7-HCI [27]. This

is readily converted to the free amine 7, Scheme 2.1.
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LT

o OAc

OAc

AcO

Scheme 2.1 Protection of glucosamine with acetate groups. Reagents and conditions: i)
NaOH, 4-methoxybenzaldehyde, H,O; ii) Pyridine, acetic anhydride; iii)
Acetone, HCI; iv) NaHCO;, H,O [27].

2.2.2 Sugar acyl thioureas

Benzoyl chloride reacts with potassium thiocyanate in refluxing acetone to form
benzoyl isothiocyanate, which can be reacted with 7 to form the sugar thiourea,

8a [28, 29], Figure 2.10. The overall general reaction is shown in Scheme 2.2.

S /H
>¥N
OAc 0 OAg
N
OAc H----O
AcO
Figure 2.10 Sugar benzoyl thiourea 8a.

To investigate different acyl thioureas other aromatic acyl isothiocyanates were
used. The three that were chosen were p-nitrobenzoyl, 2-furoyl and 2-thiophene
carbonyl isothiocyanate. These were of particular interest as they have additional
functionality. All were accessible from the reaction of the appropriate acid

chloride with a thiocyanate salt; p-nitrobenzoyl chloride was refluxed in
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acetonitrile with potassium thiocyanate [30], while 2-furoyl chloride and 2-
thiophene carbonyl chloride were refluxed in acetone with ammonium
thiocyanate [30, 31]. These isothiocyanates reacted readily as above to form the

novel thioureas 8b, 8c and 8d.

H----0

0 o] /
R4 —> R —> Ry— R4
NCS R,——NH,
cl NCS N\
S H

(0]
8b Rq= NO, 8d R;= 4@
S
OAc

OAc 0]
R, =

AcO

Scheme 2.2 General reaction scheme for synthesising protected acyl thioureas.

The benzoyl thiourea, 8a, used for this work has been made previously, as well
its analogue where the thiourea is attached to the C1 carbon of the sugar [32,
33]. All of the thioureas in this work are on C2. In 1966 2-Furoyl and 2-thiophene
carbonyl isothiocyanate were reacted with unprotected glucosamine [31]. While
the 2-furoyl thiourea was formed, 2-thiophene carbonyl isothiocyanate reacted
to give the amide substitution product rather than the desired thiourea addition
product [31], Scheme 2.3. These are the only examples of the use of these two
isothiocyanates with sugars in the literature. No reaction of p-nitrobenzoyl

isothiocyanate with a sugar has been reported.
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Scheme 2.3 Previous reaction of 2-furoyl and 2-thiophene carbonyl isothiocyanate with

unprotected glucosamine and the difference in the products [31].

As mentioned above benzoyl thioureas have been widely studied as ligands.
Much less is known for thioureas derived from the other three acyl groups
studied in this work. While non-sugar thioureas have been made with the p-nitro
benzoyl and 2-thiophene carbonyl groups there are no metal complexes
reported using them as neutral monodentate ligands. For 2-furoyl thioureas as
neutral ligands the only examples are complexes with cadmium and mercury

halides such as the CdL4Cl, example shown in Figure 2.11 [34].

S H
Cl 0
L//II"Cld“\\\\L ‘
L/ | \L \
Cl H-- --0
Figure 2.11 Example of a 2-furoyl thiourea cadmium complex with S-bonded thioureas
[34].

2.2.2.1  ESI-MS of the acyl thioureas

High resolution electrospray ionisation mass spectrometry (ESI-MS) was carried

out on all the compounds in this work. The spectra of the thioureas showed
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similar ions, with [M+Na]’, [M+K]" and [2M+Na]" ions being observed (where M =
each thiourea). These ions are expected as there is generally plenty of
background Na* and K" in the system to form these adducts. See Appendix One

for ESI-MS experimental details.

2.2.2.2 1H and 13C NMR assignment of the acyl thioureas

Different NMR experiments were used to characterise the compounds in this
work. Appendix Two describes in detail the assignment of one compound to
illustrate the NMR procedures and how compounds were characterised. The 'H
NMR spectrum of 8a was as previously reported [29] except that the aromatic
signals were now able to be assigned. Figure 2.12 shows the labelling scheme

while Figure 2.13 shows a portion of the *H NMR spectrum of 8a.

c3— HN1---O
|Ac0 H1 |
H6a
H5 H3
_ Hc
Hb
— Ca—Ha Coe
ga R= N\ / 8&c R= 1/
Cc—Cb\ _Cd\ g
_— a
Hc Hb ° \Ha
—— Hc
Hb
—Cd Ca—NO, Cc y
8b R= N\ 7/ 8d R= /2
Cc—Cb —Cd\ ||
C
HC Hb 57N
Ha

Figure 2.12 'H and >c NMR labelling scheme for the acyl thioureas 8a-d.
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Figure 2.13 Portion of the "H NMR spectrum of 8a; inset shows the N—H signals.

There are several signals that convey the most information. The first are the N-H
protons, HN1 and HN2. HN1 is a doublet that is far downfield (10.92 ppm). Since
it is involved in an intramolecular hydrogen-bond the carbonyl oxygen withdraws
a lot of electron density causing the proton to be highly deshielded and shifted
far downfield. This deshielding effect from a hydrogen-bond is seen in related
molecules such as the enol form of acetylacetone, where the proton that is
involved in an intramolecular hydrogen-bond with the carbonyl comes at ~15.4
ppm [35]. Anything that affects the hydrogen-bond will have a large effect on the

chemical shift.

HN1 is a doublet, split by H2 with a coupling constant of 9.2 Hz. Based on this
coupling constant H2 and HN1 are likely to have the anti conformation. The six-
membered ring prevents rotation around the N1-C15 bond, so only rotation
around the C2—-N1 bond can occur. A previous determination of 8a proposed that
because of this data the thiourea has the Z,E,Z-anti conformation [28], Figure
2.14. As shown below by a X-ray structure determination (Section 2.2.4) of 8a

this proposal was correct.



Chapter Two — Sugar thioureas as neutral ligands 29

H2 iS

c2 C15. E  _HN2
\\\\\ ~N e ~N /
{ Nz

N2
| 2
HN1_
o) Ph

Figure 2.14 Diagram showing the six-membered ring the thiourea 8a forms and the anti

conformation H2 and HN1 have giving the Z,E,Z-anti-conformation.

The other proton, HN2, is a singlet and while it is not as far downfield as HN1 it
still has a large chemical shift (8.97 ppm). These signals are a clear sign of how
the thiourea is bonding; if both are present in the complex it is a neutral ligand,

while if one is missing it must be monoanionic.

The other important signals are ones on the sugar portion of the molecule. The
two that are most important are H1 and H2. Since H2 is now adjacent to a
thiourea rather than an amine there is a large downfield shift of approximately 2
ppm compared to glucosamine. Since H2 is the closest to the thiourea it changes
the most of the sugar signals if something happens on the thiourea. The other
important sugar signal is H1; generally it has the highest chemical shift of the
sugar signals so is easily identified. It also gives information about which anomer
the D-glucose residue has formed, a coupling constant of ~3 Hz is a while ~8 Hz is
B for D-glucose, Figure 2.15. All of the acetylated sugar thioureas were the [
anomers. This was expected since the protection of the amine group of
glucosamine (Section 2.2.1) only produces the B anomer upon acetylation and
this configuration remains through all the reactions. If the unprotected version of

8a is acetylated a mixture of anomers is formed [29].
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o: J3 H1-H2 ~3 Hz B: J3 H1-H2 ~8 Hz

Figure 2.15 Comparison of o and f anomers of D-glucose and the approximate Js

coupling constants of H1 to H2.

As would be expected for parts of the sugar more removed from the thiourea
functional group there is little change in H6a, H6b, H5, H4 and H3 as compared to
glucosamine and little change is seen for them no matter what happens on the
thiourea. Resolution enhancement (see Appendix Two) helps to determine the
multiplicity of the carbohydrate and aromatic signals and what is seen for 8a is
typical for the rest of the thioureas and any complexes that form. Generally for
the aromatic signals, only Hc undergoes shifts if a complex has formed as would
be expected since it is the closest to the thiourea. After resolution enhancement

Ha is seen as a triplet of triplets and Hb and Hc are multiplets.

The C NMR spectrum of 8a matched the literature values [29], shown in Figure
2.16. The *C NMR signals were much less diagnostic than the 'H NMR signals
and showed fewer and smaller shifts upon the formation of a complex. The
carbons that changed the most were C2, C=S and the C=0 of the amide as would

be expected since they are the closest to the coordinating sulfur.



Chapter Two — Sugar thioureas as neutral ligands 31

c=0. =0,
C=8 Acetate  amide
Co J ,WU\AJL«,JH—V
T T T 1
180 175 170 Frm
c Cc G c4 C6 G2
a
cs|lcs
L ) ) e R ,
T T T T T T T T T [ T T
130 120 110 100 20 50 70 60 50 ac 30 pem
. 13 .
Figure 2.16 C NMR spectrum of 8a; inset shows the carbonyl and C=S carbons.

The 'H NMR spectra of 8b-d, showed many of the same features as 8a. Figure
2.17 is a comparison of the 'H NMR spectra of 8a-d, and Table 2.1 summarises
selected chemical shifts and coupling constants for 8a-d. The N-H and
carbohydrate signals were in similar positions to 8a, with a slightly more upfield
position for HN1 compared with 8a. The coupling constants for HN1 of 8b-d are
slightly larger than for 8a. The coupling constants suggest the thioureas have the

Z,E,Z-anti conformation of 8a.



Chapter Two — Sugar thioureas as neutral ligands 32

A H1

H4
H3 HEDb HEa

JML L,HLJL J

8)

HN1

H1

HN2 HN1 H3 H6b Hea
| | WE L
(. |

TR IR Y

0y HN1 "
H3 H4
HNZ JJ Heb Hea

HZ2 HS

,U [ O 1" 1 1

0.0 5.0 50 70 6.0 o t‘)pm

Figure 2.17 Portion of the 'H NMR spectrum comparing the acyl thioureas; A) 8a; B) 8b;

C) 8c; D) &d.
HN1 HN2 Hc H2 C=S Cc=0, c2

amide

8a 10.92,9.2 Hz 8.97 7.82 5.08 182.0 166.5 57.9
8b 10.71,9.4 Hz 9.02 8.04 5.06 181.3 164.5 58.0
8c 10.61,9.5Hz 9.07 7.35 5.07 181.6 156.4 57.9

8d 10.62,9.5Hz 8.90 7.55 5.06 181.5 160.5 57.8

Table 2.1 Selected chemical shifts and coupling constants from the NMR spectra of the

acyl thioureas 8a-d.

The major differences in the *H NMR spectra were in the aromatic region. In the
aromatic region of 8b there are now only two signals because of the replacement
of the para proton with the nitro group which has also shifted the other two
aromatic signals downfield, which appear as two doublets of triplets. They show
virtual coupling which is why they produce a doublet of triplets rather than a

doublet. 8c and 8d have similar patterns in the aromatic region, with doublets of
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doublets for the three protons on the aromatic ring. The coupling constants for
8c range from 0.8-3.6 Hz while for 8d the range is 1.2-5.0 Hz. With the exception

of the aromatic portion the B3C NMR spectra of 8b-d are similar to 8a.

2.2.3 Unprotected sugar acyl thioureas

The reaction with benzoyl isothiocyanate can also be carried out using
unprotected glucosamine. Since the amine is much more nucleophilic than the
hydroxyl groups and water, the reaction can be carried out in a mixture of
acetone and water. This produces the thiourea 8e [28]. While this reaction is
successful with benzoyl isothiocyanate, phenyl isothiocyanate cannot be used
with unprotected sugars, since when the thiourea is formed it undergoes an
intramolecular cyclisation that sees the anomeric hydroxyl group attack N2

forming a number of products, one of which is shown in Figure 2.18 [28].

Ph s
HO N~y
HO
HO——
——OH
——OH
CH,OH
Figure 2.18 One of the products formed when glucosamine is reacted with phenyl!
isothiocyanate [28].
2.2.4 Crystal structures of 8a and 8e

Crystals of 8a and 8e suitable for single crystal X-ray diffraction were grown. 8a

was recrystallised by the slow evaporation of an ethanol solution, while 8e was
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recrystallised by the slow cooling of a hot solution of 8e in a mixture of ethanol
and water. General details of the structure solution and refinement are discussed
in Appendix Three. Both form orthorhombic crystals, space group P2:2:2;. For 8a
the asymmetric unit contains two independent molecules and Figure 2.19 shows
the geometry of one of them. The two structures are very similar differing mainly
in the orientation of the phenyl ring. Figure 2.20 shows the geometry of 8e.
Protons bound to carbon were placed using a riding model. The position of
protons bound to nitrogen or oxygen atoms were found in a difference map.
Their positions were allowed to refine and isotropic U values were constrained to

1.2 times the Ugq value of the atom they were bound to.



35

Chapter Two — Sugar thioureas as neutral ligands

"UMOYS S| []32 1UN 3y} Woif y ajndajow AjuQ “janaj Ajiqoqo.d 9%0s ay3 10 spiosdijja [pwiayl pup awayas buljjaqo] woio ayl buimoys ng Jo A11owoab ay | 61°Z 2in3i4
QP
S
S @ a
V¥0 AN .
O ot -
VO Tyen “\ w0
X Iy ) N _
Nl <¢W\\.ﬂ = ak‘ .,P‘\
®) Dy &
e SRYL0 O /Y &
VIN yz5 (1 VN y O/ VS0 Qveo S
s P D voLO
OF-/ — @
ST



36

Chapter Two — Sugar thioureas as neutral ligands

‘[anaj Aujigoqoud %05 ay1 10 splosdi||a [pwiayl pup awayas buijjago| woip ayl buimoys ag fo A11owoab ay |

0Z'z 24n314



Chapter Two — Sugar thioureas as neutral ligands 37

While crystal structures of sugars with thioureas on Cl are known, these
structures are the first with the thiourea moiety on C2. Despite the differences
between 8a and 8e there are common features between the two. Table 2.2 has
selected bond lengths and angles for 8a and 8e, and are compared to the

structure of 1 [8]. The three structures all show very similar bond lengths and

angles.
8a 8e 1
Molecule A Molecule B
C=S 1.670(6) 1.669(6) 1.680(2) 1.678(4)
N1-C=S 1.316(8) 1.324(7) 1.319(3) 1.332(7)
N2-C=S 1.387(8) 1.402(8) 1.402(3) 1.392(5)
C=0, amide 1.216(7) 1.231(7) 1.234(3) 1.226(5)
C2—-N1 1.453(8) 1.443(7) 1.458(3) NA
$=C-N1 125.2(5) 126.7(6) 123.16(19) 124.1(3)
S=C-N2 118.9(5) 117.4(5) 119.78(18) 118.5(3)
Table 2.2 Selected bond lengths (A) and angles (°) of 8a, 8e and 1 [8].

As discussed above published NMR evidence suggested that 8a had an internal
hydrogen-bond and a Z,E,Z-anti conformation [28]. The structure determination
shows that both of these proposals were correct. There is an internal hydrogen-
bond between HN1eee011 of 2.08(6) A and 1.92(6) A for the A and B molecules
respectively. The Z,E,Z-anti conformation can also be seen, the torsion angle for
C2-N1-C15-51 is 2.5(10)° and 1.7(9)° for the A and B molecules respectively.
These features are also seen for 8e, with an HN1eeeO7 distance of 1.92(3) A,
similar to both bonds in 8a. This compares with 1.80(6) A for 1 [8]. The Z,E,Z-anti
conformation is seen again with the C2—-N1-C7-S1 torsion angle measuring
0.3(3)°. This conformation is also seen in the structure of a urea derivative of
glucosamine in which the corresponding torsion angle is 1.2(9)° despite lacking

the internal hydrogen-bond [36]. The internal hydrogen-bond locks the ring into
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a rigid plane; a plane defined by N1, C15, S1, C16 and 011 for 8a has a largest
deviation of 0.077(4) A for O11A and 0.018(5) A for C15B for molecule A and B
respectively, with a RMS deviation of 0.06 and 0.01 respectively. For 8e the plane
defined by N1, C7, S1, C8 and O7 has a largest deviation of 0.040(1) A for 07,
with a RMS deviation of 0.029. The phenyl ring is twisted out of plane with
respect to the six-membered ring. The angle of the twist is 7.9(3)° and 33.1(2)°

for molecule A and B respectively in 8a, while in 8e it is 21.9(1)°.

The definition of a hydrogen-bond is deceptively simple, being defined as the
interaction between a proton donor group, A—H (where the proton is covalently
bonded to A), and a proton acceptor group B [37]. However in practice deciding
what counts as an interaction is more difficult. A previously well-accepted rule of
thumb was that the AeeeB distance was less than the sum of the van der Waals
radii for A and B, but this was shown to be flawed with the hydrogen-bond
continuing to be important past this threshold [38]. The minimum criteria for
assigning a hydrogen-bond is that there is evidence of bond formation and that
this new bond linking A—H and B specifically involves the hydrogen already
bonded to A [38, 39]. On this basis for 8a a further weak hydrogen-bond is seen
between HN2 and the carbonyl oxygen from the acetate on O6 of the adjacent
molecule. All the hydrogen-bonds for 8a are summarised in Table 2.3, and Figure

2.21 shows the hydrogen-bonding network for molecule A.
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S1A

C2A
' ) “\-‘o
Figure 2.21 Hydrogen-bonding network for molecule A of 8a with e.s.d. values in
parentheses.
D-HeeeA d(D-H) (A) d(HeeeA) (A) d(DeeeA) (A) <(DHA)(°)
N1A-HN1AeeeO11A  0.69(6) 2.08(6) 2.619(6) 136(8)
N1B-HN1BeeeO11B  0.88(5) 2.14(6) 2.995(7) 165(5)
N2A-HN2Ae¢ee010B' 0.91(5) 1.92(6) 2.667(7) 138(5)
N2B-HN2BeeeO10A"  0.90(5) 2.61(6) 3.277(7) 132(5)
Table 2.3 Table of hydrogen-bond geometry data for 8a.

For 8e, as well as the intramolecular hydrogen-bond between HN1 and the
carbonyl oxygen, there is a large network of intermolecular hydrogen-bonding in
the crystal as compared to 8a, as would be expected for an unprotected sugar.
Figure 2.22 shows the network of hydrogen-bonding, while Table 2.4 summarises
the data. If a hydroxyl group is acting as an acceptor for a hydrogen bond as well
as a donor, it is termed cooperative and forms a stronger hydrogen-bond than a

hydroxyl group that only acts as an acceptor [40]. All hydroxyl groups in 8e
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except OH3 are cooperative. The HeeeQO distances in 8e are slightly longer than
the average distance of 1.805 A found in a survey of neutron diffraction of
carbohydrates [41]. There is a similarity in the hydrogen-bond that HN2 forms in
the structures of 8a and 8e, with 8e forming a hydrogen-bond to the O6 hydroxyl
compared to the 06 acetate for 8a. In the solid state 1 forms a dimer with a
hydrogen-bond between HN2 and the sulfur atom of an adjacent molecule [8].
For 8e the sulfur atom forms a hydrogen-bond to HO4 on an adjacent molecule,
while the sulfur atoms in 8a show no sign of hydrogen-bonds. This form of dimer
is not seen for either 8a or 8e with other functional groups present acting as the

acceptor for HN2.

Figure 2.22 Hydrogen-bond network in 8e with e.s.d. values in parentheses.
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D-HeeeA d(D-H) (A) d(HeeeA) (A)  d(DeeeA) () <(DHA) (°)
N1-HNAeeeO7 0.81(3) 1.92(3) 2.623(3) 145(3)
N2-HNBeee06' 0.84(2) 2.02(3) 2.848(3) 168(3)
01-HO1eee07'  0.92(3) 2.00(3) 2.827(3) 149(2)
03-HO3eee05"  0.78(3) 1.96(3) 2.733(2) 172(3)
04-HO4eees1" 0.79(3) 2.51(3) 3.2571(2) 160(3)
06-HOG6eee04" 0.82(3) 2.01(3) 2.791(2) 159(2)
Table 2.4 Table of hydrogen-bond geometry data for 8e.

In both structures the glucopyranose ring is in the expected *C; conformation.
This is the most stable conformation as it places the groups on the sugar,
particularly the acetylated hydroxymethyl, into equatorial positions which are
more stable than axial positions [42]. A hydroxymethyl group can have one of
three different conformations as shown in Figure 2.23 [42]. An equilibrium of the
three conformations exists in solution, while in the solid state only one
conformation is expected. Looking at 8a the two independent molecules have
different conformations for their acetylated hydroxymethyl groups; molecule A
has the tg conformation while molecule B has the gg conformation, Figure 2.20
shows the A molecule. In 8e the hydroxymethyl group has adopted the gg

conformation.

H4 H4 H4
06 H6a H6b
05 C4 05 C4 05 C4
04 \04 \04
H6b H6a 06 H6b H6a 06
H5 H5 H5
g9 gt tg

Figure 2.23 The three conformations that a hydroxymethyl group can adopt.
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One difference between the structures is in the anomer they form. 8a forms the
B anomer, while 8e has formed the oo anomer. The 3 anomer is seen for 8a since
7 has the f anomer and this is retained upon formation of the thiourea. 8e was
poorly soluble in water; a sample was left to stand in D,0, and after 48 hours the
supernatant was removed and analyzed by 'H NMR spectroscopy. The signals
were very weak but with a large number of scans the anomeric protons could be
seen. A mixture of the two anomers was observed in the ratio 69:31 (a.:3). In this
and subsequent spectra the two anomers could be identified by their coupling
constants (~3.6 Hz for o, ~8.4 Hz for ). To see if only the o anomer had
crystallised out, the "H NMR spectrum of recrystallised 8e was recorded in DMSO
since mutarotation between the anomers will not occur in this solvent [43]; only
the a anomer was seen. If 8e was dissolved in a 1:1 mixture of D,O and DMSO
the B anomer appeared; after standing for 24 hours the ratio was 83:17 (a.: ).
Leaving it for a further 48 hours did not change the ratio. The anomeric effect is
the preference for a group on the anomeric carbon to go into the sterically
unfavoured axial position; the stronger the effect the higher the proportion of
the axial position [43]. Since the anomeric effect is stronger in non-polar solvents
it is not surprising that the proportion of the oo anomer is higher in the D,0 and
DMSO mixture than D,O only. This is a high proportion of the a anomer as
compared with glucosamine in D,O (36:64, a:f) [44]. It was found that
protonation or acetylation on the amine caused the proportion of the oo anomer
to increase to 63% and 68% respectively [45], showing that there is an increase
of the anomeric effect. These are similar values to 8e. Horton et al suggested
that this increase was because of hydrogen-bonding between the hydroxyl group
on C1 and the group on C2 [45]. In the analysis of hydrogen-bonding for 8e
above, the closest possible group on the thiourea for hydrogen-bonding to the
anomeric hydroxyl was HN1 which was 2.90 A away, Figure 2.24. This is
becoming too distant to be a credible bond; if this is a bond it is only a very weak
interaction. Of course the structure determination was carried out on the solid,
and this means that the conformation in solution may be different. Also the

structure only shows one conformation and in solution a mixture of
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conformations would be expected. As seen in Figure 2.24 the thiourea has
twisted so HN1 is pointed away from the hydroxyl group. While the gross
features of the structure are not likely to alter in solution (i.e. the thiourea’s six-
membered ring or the *C; chair conformation are retained in solution) the
thiourea could rotate around the C—N bond to bring HN1 closer to the hydroxyl
group. Theoretical studies are needed to confirm it is hydrogen-bonding that
increases the anomeric effect, or if it is an electronic effect or a combination of

the two.

Figure 2.24 The position of the anomeric hydroxyl and thiourea in 8e.

Regardless of what causes the effect, when 8e is dissolved in ethanol and water
for recrystallisation a mixture of the two anomers would form with the o anomer
predominating. From this mixture the oo anomer crystallises out either because
that form is favoured in the crystal packing or the fact that it is present in a
higher concentration and once it starts crystallising this drives the equilibrium of

anomers towards the oo anomer.
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2.2.5 Non-acyl thioureas

To compare thioureas without the internal hydrogen-bond a non-acyl thiourea
was needed. Acetylated glucosamine reacts with phenyl isothiocyanate to
produce 8f [28], Figure 2.25. The *H NMR spectrum of 8f has all the same signals
that 8a has but they occur in very different positions, Figure 2.26 shows the
comparison of *H NMR spectrum of 8a and 8f. The major difference is in the N—H
protons. Lacking the ability to form the internal hydrogen-bond, HN1 is much
further upfield at 5.96 ppm compared with 10.92 ppm for 8a. HN2 has also
shifted upfield but to a lesser extent. The aromatic and carbohydrate signals are
also further downfield. The coupling constant for HN1 of 9.2 Hz suggests that the
thiourea also has the Z,E,Z-anti conformation. The ESI-MS of 8f showed similar

ionisation modes with [M+Na]" and [M+K]".

S HN2
>¥ /
N
OAc 0 OAc \
N\ Ph

AcO
Figure 2.25 The non-acyl thiourea 8f.
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Figure 2.26 Portion of the 'H NMR spectrum comparing; A) 8f: B) 8a.
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2.3 Complexes with sugar thioureas

Two main synthetic routes were used to prepare complexes, Scheme 2.4. The
first used a thiourea to displace a bridging ligand in a dimer; the second was
reacting the thiourea with an M(ll) halide. Each lead to a four-coordinate neutral

molecule. Some work was also done using gold(l).

L
NSNS |
+ 2L

A) /M\/M\ > 2 X—M—X
X X X |
X
L
+ 2L |

B) X—M—X > X |\|/| X
L

Scheme 2.4 Synthesis of thiourea complexes; A) Thiourea displacing a bridging ligand in

a dimer; B) Two thioureas complexing to a M(ll) halide to form a four

coordinate complex.

2.4 Reaction of thioureas with [Cp*RhCl:]:

If 8a is reacted with [Cp*RhCl,], in CH,Cl, in a 2:1 ratio the thiourea displaces the
bridging chloride bond and acts as a monodentate neutral ligand forming the
complex 9a, Figure 2.27. ESI-MS shows different ions arising from the loss of at
least one chloride and proton from the complex. The most intense peak comes
from the ion [M—HCI-CI]". The rest of the ions are very weak, see Table 2.5 for
details. No molecular ion was observed for 9a. While the loss of a chloride is a
common route of ionisation for transition metal complexes [46], no ions were
seen from this mode of ionisation. The driving force behind the ionisation seen
was from the loss of HCI. The loss of one HCI gives rise to a complex where the
thiourea is anionic and acting as a bidentate ligand. These complexes are

discussed in greater detail in Chapter Three. The complex can lose another HCl so
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that the thiourea is dianionic thiourea, in Chapter Three complexes where the
thiourea is dianionic could not be made so the structure of this fragment ion

cannot be verified.

.\\\\\CI
/Rh‘CI
S /H
>¥N
OAc 0 OAg
N Ph
OAc H----0
AcO
Figure 2.27 9a with 8a acting as a monodentate ligand to Cp*RhCl,.
lon Observed m/z Calculated m/z Intensity
[(M-Cl-HCI]* 747.149 747.145 strong
[(M-2HCl)+Na]" 769.131 769.127 weak
[(M-HCI)+Na]" 805.108 805.104 weak
[(M=2HCI)(M-HCI)+H]"  1529.260 1529.260 weak
[(M=2HCI)(M-HCl)+Na]* 1551.243 1551.242 weak
[2(M-HCI)+Na]* 1587.225 1587.219 weak
Table 2.5 lons observed in the ESI-MS spectrum of 9a.

'H NMR confirmed the neutral monodentate binding mode, with both N-H
protons still present and shifted downfield; Figure 2.28 shows the 'H NMR
spectrum with a comparison to 8a. While there is little change in the
carbohydrate chemical shifts, the N-H and aromatic signals show more change.
HN1 and HN2 are both shifted slightly upfield. Hc shifts the most of the aromatic
signals, moving 0.44 ppm downfield while Ha and Hb only move downfield

slightly (0.10 ppm and 0.07 ppm respectively). The coupling constant for HN1 of
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8.5 Hz suggests that the thiourea still has the Z,E,Z-anti conformation. This
conformation is seen for other thioureas acting as neutral ligands such as acyl
thioureas with a cyclohexane attached to N1 [34] and cyclic thioureas with an
isopropyl group attached to N1 [47, 48]. The conformation was confirmed by an

X-ray structure determination discussed below.

Hb
A) H1 H4
He H3
HBb Hea
Ha H2
NH1  HN2
M !
8) He Hb H1
H4
NH 1 HNZ H3 Hsb Héa
Ha
Mﬂ[ |
A A, L.JL
T T I I T T T I T I I I T T T T
11.5 11.0 10.3 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.3 E.0 4.5 hejelic]
. . 1 .
Figure 2.28 Portion of the “"H NMR spectrum comparing; A) 9a; B) 8a.

The *C NMR spectrum of 9a shows little change compared to 8a as shown in
Figure 2.29. If the B3C NMR spectrum was processed with no line broadening the
amide carbonyl was observed as a broad singlet as a shoulder on one of the
acetyl signals, the broadening would be because of the nitrogen next to it, Figure
2.30. It has been shifted downfield relative to the parent thiourea. While this is
the biggest shift in the spectrum the signal has only moved a small amount
shifting 3.2 ppm. In comparison the C=S carbon only moved 0.3 ppm downfield

even though it is directly attached to the bonding sulfur.
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A) Cb
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Figure 2.29 Portion of the >C NMR spectrum comparing; A) 9a; B) 8a.
C=0, amide
T | T T T T T T T T T | T T T T T T T T | T T
171 170 169
Figure 2.30 B¢ NMR spectrum of the carbonyl region of 9a, processed with no line

broadening. The acetate carbonyls can be seen as sharp signals, while the

amide carbonyl is a broad signal at 169.7 ppm.

There are a few similar compounds reported where a thiourea is a neutral ligand
to Cp*Rh(lll). One is shown in Figure 2.31. 10 is a DNA intercalating agent that is
cytotoxic [49].
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10

Me,yN NMe,

Figure 2.31 Reported thiourea complex of Cp*Rh(lll), 10, which is a cytotoxic DNA

intercalating agent [49].

241 Crystal structure of 9a

Crystals of 9a suitable for X-ray diffraction were grown by vapour diffusion of
hexane into an ethanol solution of 9a. 9a forms orthorhombic crystals, space
group P2,2,2,. The asymmetric unit contains two independent molecules called
A and B; molecule B had a disordered Cp*RhCl,. One of the disordered portions
was called portion C. The crystal was of poor quality (R factor ~0.12) leading to
oblate displacement ellipsoids. Figure 2.32 shows the geometry of 9a. A number
of the acetate groups showed very large displacement ellipsoids from
unresolvable disorder, and for C13A its position was not allowed to refine and
was fixed. Only the overall features merit discussion. This is the first structure of
a neutral thiourea acting as a monodentate ligand for the type of complex
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Selected bond lengths and angles for 9a and 10 are summarised in Table 2.6. The
comparison of molecule A of 9a (which lacks the disorder) with 10 shows that
both the Rh—S bond and the Rh—S=C angle are smaller. The polypyridyl ligand of
10 is much bulkier than the two chlorides, and so distorts the environment
around the rhodium, which increases the bond length and angle. Both
independent molecules show similar features, the only difference being the
conformation of the acetylated hydroxymethyl group. Molecules A and B have
the tg and gt conformations respectively. The internal hydrogen-bond is still
present holding the thiourea into the six-membered ring. Both molecules also

have the Z,E,Z-anti conformation suggested by NMR data.

Molecule A Molecule B Molecule B 10
Portion B Portion C
Rh-S 2.386(3) 2.295(4) 2.605(5) 2.416
Rh-Cp** 1.782(6) 1.80(1) 1.80(1) 1.814
Rh-ClI1 2.403(4) 2.396(8) 2.403(8) NA
Rh-CI2 2.422(3) 2.448(7) 2.435(8) NA
Rh-S—C15 114.7(4)  1182(5) 114.2(6) 1338

1: Measured as the distance between the rhodium and the plane defined by the quaternary

carbons of the Cp* ring.

Table 2.6 Table of selected bond lengths (A) and angles (°) for 9a and 10 [49].

As shown in Figure 2.33, one of the molecules has disorder on the Cp*RhCl,
portion of the structure. There appears to be no disorder on the sulfur atom. The
disorder refines to approximately 50% occupancy for both portions of the
disorder. The disordered portion shows the same bond lengths and angles for
the two parts with the exception of the Rh—S distance, with 2.396(8) A and
2.605(5) A for portion B and C respectively which is likely an artefact of the

disorder.
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Figure 2.33 The disorder of the Cp*RhCl, on molecule B of 9a. Methyl protons have been
omitted for clarity.
2.5 Reaction of thioureas with [Rh(COD)Cl]:

Since the thiourea readily displaced the bridging chloride in [Cp*RhCl;], to form a
neutral compound, reactions with other dimers with bridging chlorides were
examined. The benzoyl thiourea 8a was reacted with [Rh(COD)CI], in CH,Cl, as
above for 9a. The thiourea again formed a neutral complex, 11a, acting as a

monodentate ligand through the sulfur, Figure 2.34.
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NH
OAc 0 OAc
Ph

AcO

Figure 2.34 11a with 8a acting as a monodentate ligand to (COD)RhCI.

ESI-MS showed a similar loss of HCl to 9a, however the spectrum has many fewer
ions since there is only one chloride on the metal to lose. There are only two ions
observed, they are assigned as [(M—HCl)+Na]® and [2(M-HCl)+Na]*. These ions
form from the loss of an N—H proton from the thiourea and a chloride from the
Rh(l) so the thiourea acts a bidentate anionic ligand as discussed further in

Chapter Three.

The 'H NMR spectrum of 11a showed similar changes from the ligand as for 9a
with the N-H signals shifted downfield, with HN2 again coming further downfield
than HN1. The sugar signals and aromatic signals have shifted the same as for 9a.
The coupling constant for HN1 of 9.7 Hz suggests that the thiourea still has the
Z,E,Z-anti conformation. The signals in the *C NMR spectrum of 11a have also

shifted in the same manner as 9a.

2.6 Reaction of thioureas with [(p-cymene)RuCl:]:

8a was reacted with [(p-cymene)RuCl,], in CH,Cl, in a 2:1 ratio as above to form
12a, Figure 2.35. ESI-MS of the reaction mixture showed only one peak which
was identified as [(M—HCI-CI]". If sodium formate was added as a calibrant, two

additional peaks were observed which corresponded to [(M—-HCI)+Na]* and [(M-
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2HCI)+Na]*. The mixture was filtered through Celite and precipitated with

petroleum spirits to give an orange powder.

Ha

H6b

H6a Hb

Figure 2.35 12a with 8a acting as a monodentate ligand, with the "H NMR labelling

scheme.

'H NMR of 12a confirmed the thiourea was a monodentate ligand by the
presence of the two N—H protons, shifted downfield, Figure 2.36. The aromatic
signals H8 overlapped with H3, but the 2D experiments and a SELTOCSY
spectrum allowed them to be distinguished, see Appendix Two for more detail.
The coupling constant for HN1 of 9.6 Hz suggests that the thiourea still has the
Z,E,Z-anti conformation. The aromatic signals are upfield, at 5.45 and 5.30 ppm,
compared to where aromatic signals would be expected because of the metal
pulling electron density off the aromatic ring. The signals in the *C NMR

spectrum of 12a have also shifted in the same manner as 9a.
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Figure 2.36 H NMR spectrum of 12a; inset shows N-H and aromatic region.

The only other similar compound is where a thiosemicarbazone derivative of

vitamin K3 was used as a non-acyl monodentate ligand [50], Figure 2.37.

Figure 2.37 Example of a thiourea as a neutral monodentate ligand to RuCl,(p-cymene)
[50].
2.7 Reaction of thioureas with [Pd(C,N-DMBA)CI]:

8a was reacted with [Pd(C,N-DMBA)CI], in CH,Cl, as above. ESI-MS of 13a

showed a number of ions. Assuming that the thiourea was binding as a neutral
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monodentate ligand as previously seen, Figure 2.38, the most intense ion was
assigned as [M—CI]"; two other smaller peaks were [(M-HCl)+Na]® and [(M-
HCI)+K]" corresponding to the thiourea losing one proton with a concomitant loss

of the chloride to form a bidentate ligand, see Chapter Three for more details.

~

Pd\
CI/ S
>\¥NH

OAc 0 OAc
OAc H----0

AcO

Figure 2.38 13a with 8a acting as a neutral monodentate ligand.

'H NMR of 13a clearly showed the thiourea was acting as a monodentate ligand.
ESI-MS cannot distinguish between the mono and bidentate forms of the
complexes since there is no way to know if the loss of HCl from the complex was
happening in the instrument or before it was analysed. The *H NMR indicated
that the rearrangement to form the bidentate complex was happening in the
instrument as the two N—H proton signals were present and shifted downfield.
The bidentate complex is discussed further in the next Chapter. The coupling
constant for HN1 of 9.2 Hz suggests that the thiourea still has the Z,E,Z-anti
conformation. Unfortunately 13a was unstable in solution and after several

hours in CDCl; started decomposing precluding full characterisation.

Thiourea complexes with Pd(C,N-DMBA)X have shown anti-tumour and anti-
mycobacterial properties [51], Figure 2.39. Since 13a was so unstable in solution,
this precluded further testing. While the structure of the complex could not be

confirmed, it was assumed that the sulfur was trans to the metalated carbon as
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seen in other structures. A sugar thiourea has been reported bonding as a

neutral ligand to Pd(C,N-DMBA)CI [25], see Section 2.2 (Pages 22-23).

X=Cl, Br

Figure 2.39 Thiourea complexes with Pd(C,N-DMBA)X (X = Cl, Br) which shows anti-

tumour and anti-mycobacterial properties [51].

2.8 Reaction of thioureas with PdX: (X = Cl, BrorI)

There are a large number of examples in the literature of palladium halide
complexes with benzoyl thioureas. Previous methods of making the complexes
include reacting Pd(PhCN),Cl, and the thiourea in CH,Cl, [12], or stirring K;[PdCl4]
and the thiourea in a 1:1 water:acetonitrile mixture [52]. A complicated method
required adding dropwise a solution of PdCl, or PdBr; in 2:1 acetonitrile:1M acid
(HCl and HBr respectively) to a solution of the ligand in the same solvent [14]. A
simpler route to these complexes was developed for this work. The ligand and
PdX; (X = Cl, Br or I) were stirred together in acetonitrile to give a clear solution,
the solvent was evaporated, and the residue dissolved in CH,Cl, and filtered
through Celite. Precipitation with petroleum spirits gave high yields and required
no further purification of the complexes, Figure 2.40. That the PdL,l, complex
can be made by this method is particularly interesting as the acetonitrile:acid

method was unsuccessful [14].
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Figure 2.40 Palladium(ll) halide complexes with 8a acting as a neutral monodentate

ligand. Shown are the trans isomers.

ESI-MS of 14a showed a peak corresponding to [M—2HCI+H]*. Immediately after
the use of sodium formate, this peak disappeared and was replaced with [M-
2HCI+Na]". All the palladium complexes of the form PdL,X; in this report showed

analogous signals, involving the loss of HX (X = CI', Br or I').

The 'H NMR spectra of 14a clearly showed the thiourea was bonding to the
palladium as a neutral ligand with both N—H protons still present and with
downfield shifts in their positions. The coupling constant for HN1 of 9.8 Hz
suggests that the thiourea still has the Z,E,Z-anti conformation. The HN1 proton
is only shifted a relatively short distance. This is caused by the metal centre
pulling electron density from the ligand. On the basis of previous crystal
structures [12, 14] and the crystal structure of 14b reported below it is known
that the HN2 proton forms a hydrogen-bond to the chloride. This shifts HN2
much further downfield in comparison to HN1 since the chloride is pulling
electron density off the proton, combining with the electron withdrawing effect
of the metal. Figure 2.41 shows the aromatic and sugar portion of the *H NMR
spectra comparing 14a with 8a. The H2 signal has been moved upfield, while for

the aromatic region Hc has moved downfield.
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Figure 2.41 Portion of the 'H NMR spectrum comparing; A) 14a; B) 8a.

Since palladium(ll) forms square planar complexes an equilibrium of cis and trans
isomers is possible, Figure 2.42. As seen in Figure 2.41 there are several small
signals next to the main peaks which can be assigned as the other isomer. Figure
2.43 shows the N-H portion of the 'H NMR spectra again showing that two
isomers have formed. Based on X-ray crystal structure information detailed
below (Section 2.8.2, Page 64), the main isomer was assigned as the trans
isomer. This assignment was also suggested by 5 for which it was shown that the
trans isomer predominates in CDCl; with an equilibrium constant K value of 2.33

at 25°C [14].

AcO,

H----Q A0 H----0
OAc /"" OAc /""
OAc () ORe OAc o OAc
H NH
S

N
cl S, Cl
N/ N/
A) Pd\ —_— B) Pd
s/ cl cl S
NH HN
OAc o O i ACO OAc
N\ Ph Ph /N OAc
OAc Yoo 5--—-H AcO 0

AcO

Figure 2.42 Diagram showing the equilibrium between the cis (A) and trans (B) form of 14a.
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HN1, cis
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12.0 11.8 11.6 nom

Figure 2.43 'H NMR spectrum of the N-H region of 14a showing the two sets of signals
coming from the cis and trans isomers. The doublet of HN1, cis is overlapping

with HN2, trans.

Comparing *H NMR spectra as the halide on the metal is changed, a clear trend
can be seen for the N-H signals, with the more electronegative the halide the
more upfield the signal, Figure 2.44. For the bromide and iodide complexes HN2
is more upfield than HN1 as the hydrogen bond HN2 forms is weaker. The other
signals in the spectra show smaller shifts from the parent thiourea going from CI’
> Br > I". Neither the bromide or iodide versions of the complex showed signs of
equilibrium between the two isomers. It was assumed that it was the trans
isomer that was observed. This was based on the trans effect, which increases

from CI to I’ [53], and so the cis isomer would be expected to disappear.
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Figure 2.44 'H NMR spectrum of the N—H region comparing; A) 14a; B) 15a; C) 16a; D)

8a.

The reaction was also carried out using the other acyl thioureas 8b-d. While 8b
reacted in the same fashion, the acetonitrile mixtures of PdCl, and 8c or 8d did
not produce clear solutions, but gave orange precipitates. This indicates that
these complexes are much more insoluble than the other two. While products
from 8b and 8c could be isolated, 8d showed the presence of the product in ESI-
MS but attempts to isolate a product gave complex mixtures. Both ESI-MS and
NMR of 14b and 14c showed similar features to 14a, Table 2.7 summarises
selected chemical shifts and coupling constants from the NMR spectra of the

palladium thiourea complexes.
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HN1 HN2 Hc H2 C=S C=0, C2
amide
8a 10.92,9.2 Hz 8.97 7.82 5.08 182.0? 166.5 57.9

trans-14a  11.53,9.8Hz 10.64 816 492 1812 1696 59.6
cis-14a 11.55,NA  12.04 813 490 1811 1695 59.6
trans-15a  11.38,9.7Hz  11.05 810 493 1816 1679 59.1
trans-16a  11.29,10.0Hz 1049 801 491 1814 1671  59.0

‘86 10.71,94Hz 9.02 804 506 1813 1645 580
trans-14b  11.23,9.5Hz  11.07 827 495 1804 167.7 589

'8 1061,95Hz 907 735 507 1816 1564 57.9
trans-14c  11.17,9.7Hz  11.63 758 493 1811 1582 584

cis-14c 11.20, NA 11.92 7.57 491 181.0 158.3 58.5

NA : Not determined
Table 2.7 Selected chemical shifts and coupling constants from the NMR spectra of the

acyl thioureas and their complexes with palladium(ll) halides.

While complex 14c¢ showed equilibrium between the cis and trans isomers, 14b
did not. When its *H NMR spectrum was recorded only one set of signals was
seen, which was assumed to be the trans isomer, Figure 2.45. The nitro group is
affecting the equilibrium in some fashion. To calculate equilibrium constants for
the complexes accurate integration of the *H NMR signals was required. To
ensure there was no saturation of the signals so quantitative integration could be
carried out, D1 was increased in a series of experiments and the integrations
compared to ensure there was no variation. Two signals that were well
separated were chosen and integrated. The Table 2.8 summarises the
equilibrium constants. The equilibrium for 14a and 14c¢ both lie towards the trans
isomer more than for 5. This preference for the trans isomer is likely to be

because of bulkiness of the sugar group compared to propyl.
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Figure 2.45 Aromatic and sugar portion of the "H NMR spectrum of 14b showing only

one isomer.

Equilibrium constant
for cis &> trans

5'[14] 2.33
14a 4.2
14c 4.3
Table 2.8 Equilibrium constants for the equilibrium cis <> trans for a series of PdL,Cl,

compounds at 27°C.

2.8.1 PdL:Cl; type complexes with unprotected thioureas

Using 8e under the same conditions as above gave an orange powder that was
difficult to analyse. ESI-MS of the compound showed ions consistent with the
complex forming with the same ions as for 14a. 'H NMR was difficult due to its
solubility; running 14e in DMSO gave a spectrum corresponding to 8e, meaning
that if a complex had formed the DMSO was breaking it apart. Using a mixture of
acetone and CDCl; (90:10) gave slightly better results. Although the signals were
broad which made identification of individual signals difficult, in the N—H region
changes were seen that suggested that the complex had formed. Figure 2.46
shows that it appears that the N—H signals have moved downfield, and that there
are several signals from the different isomers. This however is not definitive. IR

spectra of 8e and 14e were run and showed a shift in vcs indicative of
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coordination to a metal. Repeated attempts at elemental analysis gave
inconsistent results. While there is some indication that a complex has formed it

cannot be confirmed with certainty.

A)
B)
N L B e A O
11.5 11.0 10.5 10.0 9.5 Fem
Figure 2.46 N—-H portion of the "H NMR spectrum comparing; A) 14e; B) 8e.

2.8.2 Crystal structure of 14b

14b was recrystallised by the vapour diffusion of hexane into a mixture of THF
and hexane at 4°C to produce crystals suitable for single crystal X-ray diffraction.
14b forms orthorhombic crystals, space group P2:2:2,. General details of the
structure solution are discussed in Appendix Three. There were three THF
molecules as solvent of crystallisation. One molecule of THF was well defined and
its oxygen atom could be assigned and formed a hydrogen-bond. The other two
were more highly disordered and were not near any groups that might form a
bond. They were first refined as carbon atoms, and the atom with the lowest
temperature factor was arbitrarily assigned as the oxygen atom. The structure
was poor with voids in the structure that may have highly disordered solvent.
Because of the quality of the data, the N—H protons were placed using a riding

model. Figure 2.47 shows the geometry of 14b.
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While the two sugar thioureas are very similar for 14b they were
crystallographically unique, and are referred to as sugar A and B. Table 2.9 has
selected bond lengths and angles for 14b, 5 [12] and 6, [14]. The bond lengths
and angles are similar for the three structures. Both the N-propyl-N"-benzoyl-
thiourea structures are triclinic with the P1 space group and the palladium on

the inversion centre so only half the structures are crystallographically unique.

The palladium has a square planar geometry; the plane defined by Pd1, S1A, S1B,
Cl1 and CI2 has the largest deviation for S1B of 0.0545(17) A with a RMS
deviation of 0.0452. The thioureas have bonded as the trans isomer as seen for 5
and 6. The Z,E,Z-anti conformation is seen for both thioureas, with torsion angles

for C2-N1-C15-S1 of 2.5(10)° and 1.7(9)° for the A and B respectively.

14b 5 6

Sugar A Sugar B
Pd-S1 2.334(2) 2.314(3) 2.322(3) 2.3164(10)
Pd-Cl1 2.294(3) NA 2.311(2) NA
Pd-Cl2 2.312(3) NA NA NA
Pd-Br NA NA NA 2.4415(5)
C15A=S1A 1.704(10) 1.705(10) 1.690(1) 1.689(4)

C15A-N1A 1.330(12) 1.320(12) 1.327(11) 1.315(5)

C15A-N2A 1.339(12) 1.399(12) 1.376(7) 1.379(5)
C2A-N1A 1.473(11) 1.466(12) 1.456(8) 1.315
S1A-Pd1-CI2  93.97(10) NA 94.3(1) 85.46(3)
S1B-Pd1-Cl1 NA 93.69(11) NA NA

Table 2.9 Table of selected bond lengths (A) and angles (°) for 14b, 5 [12] and 6 [14].

Figure 2.48 shows the hydrogen-bond network in 14b while Table 2.10

summarises the hydrogen-bond geometry data. Since the N-H hydrogen atoms
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were placed using a riding model, there are only e.s.d. values for the DeeeA
distances. The internal hydrogen-bond is still present holding the thiourea into
the six-membered ring. However both NH1 protons are bifurcated, with an
additional hydrogen-bond to the carbonyl O8 on the adjacent molecule (i.e.
HN1AeeeO8B and HN1Beee(Q8A). The plane defined by N1, C15, S1, C16 and 011
has a largest deviation of 0.1189(45) A for S1A and 0.1267(70) A for N2B for
molecule A and B respectively, with a RMS of 0.0901 and 0.099 respectively. Also
there is a weak hydrogen-bond seen between the HN2 protons and the chlorides
on the palladium, with a distance of 2.32 A for HN2AeeeCI2 and 2.52 A for
HN2BeeeCl1l. This was expected and confirms that the reason for the large
downfield shift in the position of the HN2 signal in the *H NMR spectrum is the
formation of a new hydrogen-bond. 5 has a NeeeCl distance of 3.158(7) A [12],
which compares with 3.128(9) and 3.218(9) A for 14b. HN2B is also bifurcated
with a bond to the oxygen on one of the THF molecules, this hydrogen-bond is
likely to be holding the THF in a more well defined position explaining why it has

smaller temperature factors than the other two THF molecules.
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D-HeeeA d(D-H) (A) d(HeeeA) (A) d(DeeeA) (A) <(DHA) (°)
N1A-HN1Aeee(O11A 0.880 1.92 2.578(10) 130.5
N1A-HN1AeeeO8B' 0.880 2.25 2.988(10) 140.7
N2A-HN2Aeee(C|2 0.880 2.32 3.128(9) 152.9
N1B-HN1Beee(O11B 0.880 1.96 2.620(11) 130.4
N2B-HN2BeeeO8A" 0.880 2.20 2.915(10) 137.6
N2B-HN2Bee«(Cl1 0.880 2.52 3.218(9) 136.8
N2B-HN2Beee014 0.880 2.385 2.868(12) 114.9
Table 2.10 Table of hydrogen-bond geometry data for 14b.

Both aromatic rings have twisted slightly with respect to the thiourea ring, with
angles of 4.4(5)° and 17.1 (5)° for molecules A and B respectively. This difference
in the twist is the main difference between the two sugar thioureas in the
complex. The glycopyranose rings have the expected “C; conformation and the

acetylated hydroxymethyl groups on both sugars have the gg conformation.

2.8.3 8a with the PdLs motif

When PdCl,(MeCN), was reacted with a four molar equivalent of the cyclic
thiourea shown in Figure 2.49, a [PdLs]Cl, complex was formed [54]. If a four
molar equivalent of 8a was reacted with PdCl, in acetonitrile, the analogous
compound was formed. ESI-MS of 17a showed a complex mixture of ions, which
are listed in Table 2.11. The main peaks are from the thiourea 8a, with a number

of other ions with increasing numbers of thioureas bonding to the palladium.
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Figure 2.49 Example of a [PdLJ type complex where the thiourea bonds through the

sulfur atom [54].

Observed m/z Calculated m/z  Intensity

[8a+Na]’ 533.114 533.120 strong
[8a+K] 549.099 549.093 strong
[(8a-H),Pd+H]* 1125.151 1125.158 weak
[(8a—H),Pd+Na]* 1147.143 1147.140 weak
[(8a—H),Pd+K]" 1163.110 1163.114 weak
[(8a—H),(8a)Pd+H]" 1635.296 1635.290 medium
[(8a—H),(8a)Pd+Na]* 1657.276 1657.272 medium
[(8a—H),(8a)Pd+K]" 1673.251 1673.245 medium
[(8a-H),(8a),Pd+K]*  2185.3 2185.4" very weak
[(8a—H),Pd,+H]* 2251.2 2251.3 very weak
[(8a—H),Pd,+Na]* 2273.2 2273.3" very weak
[(8a—H),Pd,+K]* 2289.2 2289.3! very weak

1: These peaks were beyond the effective calibration range of the instrument and so are only
reported to one decimal place.

Table 2.11 lons seen in ESI-MS of 17a.

The 'H NMR spectrum was similar to the PdL,Cl, complex, as shown in Figure
2.50. The broadening of the N—H signals means that the coupling constant of
HN1 cannot be determined, and so while it is likely that the thiourea still has the
Z,E,Z-anti conformation it cannot be confirmed. The 13C NMR spectrum was

almost identical to 14a.
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A)

Figure 2.50 Portion of the 'H NMR spectrum comparing; A) 17a; B) 14a.

In one of a number of attempts to produce single crystals, a recrystallisation of
17a was carried out by vapour diffusion of hexane into THF. Analysis of the
resulting crystals showed 14a had crystallized out, indicating an equilibrium was
involved and that THF favoured the displacement of two of the thiourea ligands

for the chloride counter ions in solution, Scheme 2.5.

1l7a l4a

+
I|_ —‘2 I|_

L—Pd—1L 2CII —— Cl—Pd—CI + 2L

Scheme 2.5 Equilibrium of 17a and 14a in THF which favours the chloride ions

coordinated to the palladium.

2.9 Reaction of thioureas with PtX: (X = Cl, Br or I)

Since the benzoyl thioureas formed complexes with palladium halides so readily
other d® square planar metals were investigated. Isoelectronic platinum(ll) was
chosen. K;[PtCl;] and 8a were suspended in acetonitrile and left to stir as for the

palladium complexes. After approximately three days all solids had dissolved to
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give a yellow solution. ESI-MS of the reaction mixture showed several peaks; if it
was assumed the analogous complex had formed, Figure 2.51, the ions could be

assigned as [M—HCI-CI]" and [M—2HCl+Na]".

AcO

OAc /H""O
N >—Ph
OAc o OAc
>—NH

S X
18a: X = Cl Pt
19a: X = Br X S
20a: X =1

HN—<
AcO
OAc
Ph‘< N OAc
O----H AcO 0
Figure 2.51 Platinum(ll) halide complexes with 8a acting as a neutral monodentate

ligand. Shown are the trans isomers.

Since the very long reaction time was likely to be a solubility issue the reaction
was repeated using a 10:1 mixture of acetonitrile and water. After 2 hours all
solids had dissolved and given a yellow solution. The solvent was removed and
the residue suspended in CH,Cl,, filtered though Celite and precipitated with
petroleum spirits to give a yellow powder. Other methods that have been used
involved a similar method to one mentioned above for the palladium complexes;
adding dropwise a solution of [PtCl4] in 2:1 acetonitrile:1M HCI to a solution of
the ligand in the same solvent. By adding a 25 molar excess of NaBr or Nal to the
K,[PtCl4] solution and stirring for an hour before the thiourea was added, the

bromide and iodide versions of the complex could be made.

When the *H NMR spectrum of the precipitated 18a was examined it was clear
that 8a was acting as a neutral monodentate ligand. All the features were the

same as the palladium analogues with the shifts. The coupling constant for HN1



Chapter Two — Sugar thioureas as neutral ligands 73

of 10.0 and 9.9 Hz suggests that the thiourea still has the ZE,Z-anti
conformation. That a mixture of cis and trans isomers had formed was apparent
with two sets of signals seen. Unlike the palladium complex the two isomers
were present in similar proportions. The *H NMR spectrum shows that the two
isomers have different chemical shifts for most of the signals, Figure 2.52, and
are more separated than for the palladium isomers. The signals that are the most
distant from the thiourea, H5, H6a and H6b, show little difference in chemical

shift.

HN2-cis HN2-trans HN1-frans

//HNH:I'S

. ‘ , : , ‘ . '
H1-cis 11.6 11.4 ppm HBa-cis trans

N HIH8S jacis Hatans  Ha-cis H60-cis frans /
/
H2-cis

AN

H4-frans H2-frans

\

H5-cis, trans

6.0 5.5 5.0 4.5 ppm

Figure 2.52 Sugar region of the "H NMR spectrum of 18a showing the two sets of signals

observed from the cis and trans isomers; inset shows the N—H region.

A 'H-'H COSY spectrum can be used to trace which sugar signals and which HN1
protons belong to which isomer. However as seen in Figure 2.52 the H5, H6a and
H6b signals overlap. Using a SELTOCSY spectrum with a long mixing time
separated the signals, Figure 2.53. Unlike the palladium series there is less of a
trend in the N—H protons. Figure 2.54 shows an overlay of the N—H portion of the
'H NMR spectra of the series of platinum complexes and 8a. When the *H NMR
spectrum of the bromide and iodide complexes, 19a and 20a, was recorded,

isomerisation was also seen.
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Figure 2.53 Sugar portion of the 'H NMR spectrum of 18a comparing A) SELTOCSY
spectrum irradiating first H1; B) SELTOCSY spectrum irradiating second H1;
C) Standard *H NMR.
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HN2, frans HN1, cis
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HNZ2, frans

HN1, frans
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HN1 HNZ2
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11.5 11.0 10.5 10.0 9.5 ppm
Figure 2.54 'H NMR spectrum of the N-H region of Pt8a,X, complexes and the ligand

showing the changes in chemical shift; A) 18a; B) 19a; C) 20a; D) 8a.
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As with the palladium chloride analogues the other acyl thiourea 8b, 8c and 8d
were used. Table 2.12 summarises selected NMR signals for the complexes.
However the 8d complex was difficult to analyse by NMR. When dissolved in
CDCl; it formed a gel leading to large line broadening of the signals. Only very
dilute solutions of the complex could be analysed, so *C NMR was not run. The
coupling constants for HN1 of the complexes were all within the range that

suggests the Z,E,Z-anti conformation.

HN1 HN2 Hc H2 C=S C=0, Cc2
amide
8a 10.92, 9.2 Hz 8.97 7.82 5.08 182.0 166.5 57.9

trans-18a  11.26,99Hz 1143 801  4.88 1789 1673  59.1
cis-18a 11.30,10.0Hz 11.64 809 476 1780 167.4 593
trans-19a  11.22,102Hz 1129 810 481 1782 1671  59.3
cis-19a 11.30,NA 1148 821 467 1775 1673  59.4
trans-20a  11.02,10.0Hz 1092 803  4.83 1764 1663  59.6
cis-20a 11.79,11.4Hz  NA 827 464 1755 1660  59.7

8 10.71,9.4Hz  9.02 804 506 1813 1645 580
trans-18b  11.13,99Hz 1167 841 484 1788 1659  59.2
cis-18b 11.23,10.0Hz 12.01 841 470 1783 1661  59.2

8c 10.61, 9.5 Hz 9.07 7.35 5.07 181.6 156.4 57.9

trans-18c 10.99,9.9 Hz 11.52 7.75 4.81 178.9 1573 59.0

cis-18c 10.95,10.0Hz 11.58 7.81 468 1779 1573  59.2
8d 10.62,9.5Hz 890  7.55 506 1815 1605 57.8

trans-18d  11.15,NA 1148 818 483  NA NA NA

cis-18d 11.15,9.4Hz 1169 807 473  NA NA NA

NA: Not determined.
Table 2.12 Table of selected changes in chemical shifts in the NMR spectra of the acyl

thioureas and their complexes with platinum(ll) halides.
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If the precipitated mixture of cis and trans isomers of 18a was recrystallised from
CHCIs; and hexane only one isomer crystallised out; this was apparent since when
they were first dissolved in CDCl3 only one set of signals were seen. X-ray
diffraction of the crystals was attempted but the crystals were twinned and no
structure could be determined. This made it difficult to assign which isomer was
from each signal. In a study of the analoguous complexes that 5 makes with
platinum(ll) it was found that the cis isomer had HN2 further downfield than the
trans isomer [14]. On this basis it could be assumed that the same would be seen
for these complexes. Looking at the bromide analogue supports this assumption
since the HN1 signal that has gotten smaller, and so is the cis isomer, is further
downfield, see spectra A) and B) from Figure 2.54. This is also seen for the
palladium complexes with the HN2 proton of the cis isomer coming further
downfield, Figure 2.43. That the isomers may in fact be switched cannot be ruled
out however. For this work it was assumed that the cis isomer does have its HN2

proton further downfield.

Within several minutes of the recrystallised 18a being dissolved in CDCls, the
second isomer started to appear. Over a period of 2 hours the compound
underwent isomerisation back to the mixture of isomers. Figure 2.55 shows a
series of 'H NMR spectra showing the change, while Figure 2.56 is a graph

showing the change in concentration over time.
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Figure 2.55

Percentage concentration

Figure 2.56
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Series of "H NMR spectra showing the isomerisation of 18a over time in
CDCl5;; A) 1 minute after dissolving; B) 30 minutes; C) 1 hour; D) 2 hours.
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Graph showing the isomerisation of 18a over time in CDCl;.

To find the equilibrium constants, the complexes were dissolved in CDCl; at 27°C

and left for 24 hours in the NMR tube. If no change was observed in the peak

integration, the integrals were used to get equilibrium constants. Table 2.13
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summarises the equilibrium constants. It can be seen as the complexes go from
CI" > I the equilibrium constants shift to favour the trans isomer. From the trend
in the trans effect, it is expected that the trans isomer forms the major
compound in the bromide and iodide complexes. For 18a, 18c and 18d the cis
isomers are favoured, while for 18b the trans isomer is slightly favoured. This is a
weaker effect than was seen for the palladium complexes where 14b only
formed the cis isomer. The other values are different to the palladium analogues
where the trans isomers are favoured. Except for 18d all of the complexes
favoured the trans isomer more than 2, which again suggests that the bulky

thioureas prefer the trans isomer more than 1.

Equilibrium constant

for cis €> trans

2[14] 0.47
3[14] 1.41
4[14] 154
18a 0.8
19a 1.9
20a 3.3
18b 11
18c 0.6
18d 0.2
Table 2.13 Equilibrium constants for the equilibrium cis <> trans for a series of PtL,X,

compounds at 27 °C. It is assumed for the chloride complexes that the cis

HNZ2 signal is further downfield than trans HN2.

2.10 Reaction of thioureas with HgX: (X = Cl, Br or I)

Mercury(ll) is a particularly soft cation and so has a preference for sulfur [55]. A

number of cyclic thiourea complexes are known [56, 57]. The first benzoyl
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thiourea mercury complex was bis(o-chlorophenylbenzoylthiourea-kS)-
diiodomercury(ll) [58], Figure 2.57. There are a number of other structures
reported for mercury(ll) and thiourea complexes, with different coordination. For

example a p-chloride bridged mercury dimer has been reported [59], Figure 2.57.

N Ph g P
M )\ H
N . ~ OH
| i cl
\N/KS\ / cl H\N/Ks NG /

Hg
N N
Cl I/ SYN\ c|/ cl Y \|T|
N o
e OH e Y

Ph

I----0

O----T

Figure 2.57 Mercury(ll) thiourea complexes with benzoyl thioureas; A) First benzoyl!

thiourea mercury complex [58]; B) u-Chloride bridged mercury dimer [59].

2.10.1 Reaction with 8a

Complexes with mercury could be made by dissolving a two molar equivalent of
the thiourea and a mercury(ll) halide in a 1:1 mixture of ethanol and acetone
stirring for 3 hours, removing the solvent, dissolving the residue in CH,Cl; and
filtering through Celite and precipitating with petroleum spirits. Yields were
generally high (greater than 95%) and the products needed no further
purification and formed the neutral monodentate complex showed in Figure

2.58.
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AcO

% y
OAc 0
2la: X =ClI
22a: X =Br
S /: OAc
OAc
O----H °
Figure 2.58 Mercury(ll) halide complexes with 8a acting as a neutral monodentate
ligand.

ESI-MS of complex 21a only showed very weak ions corresponding to the
complexes. The largest peak came from the sodium adduct of the uncoordinated
thiourea. Medium intensity ions from the complex were assigned as [M-
2HCI+H]" and [M—2HCI+Na]". For 22a the uncoordinated thiourea was the largest
peak again and there was only one peak corresponding to the complex. It was of

medium intensity and was assigned as [M—Br]".

The chloride and bromide complexes were soluble in chloroform; however the
iodide was much more intractable. Upon dissolution in chloroform Hgl, quickly
precipitated out leaving the uncomplexed thiourea in solution. This could be
clearly seen by the *H NMR spectra, with chemical shifts matching 8a, and an
orange solid forming in the NMR tube after starting with a white solid. This could
be because of an equilibrium between the mercury iodide complexed and
uncomplexed with the thiourea and mercury iodide precipitating out of the CDCls

driving the reaction towards precipitating mercury iodide.

To try and increase the solubility of the mercury iodide so it wouldn’t precipitate
the complex was analysed in DMSO. It however proved to be unsuitable as a
solvent for the iodide complex, as it displaced the thiourea from the complex,

again as shown by the 'H NMR which again showed the chemical shifts at the
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position 8a. This was also seen for the chloride and bromide complexes. To
investigate this, a 20 mg sample of 21a was dissolved in CDCl; and increasing
amounts of DMSO were added, Figure 2.59 shows the series of spectra with
increasing amounts of DMSO added. As more DMSO is added the chemical shifts
of the N—H proton slowly shift, this is presumably an average signal from a mixed
complex that forms in solution. As the concentration increases the protons shift
further and further towards the position of the starting thiourea. There are
reported structures of mercury(ll) halides with DMSO bonding through its oxygen
atom [60-63]. The sulfur—-mercury bond in these complexes is apparently weak

enough to allow the excess of DMSO to displace it.

Gy
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~2.C 11.5 1.0 10.2 ppn

Figure 2.59 Portion of the 'H NMR spectrum of 21a in CDCl; showing the N—H protons
with increasing amounts of DMSO. A) 30 M of DMSO; B) 20 M of DMSO; C)
10 M of DMSO; D). 5 M of DMSO; E) 1 M of DMSO; F) No DMSO added.
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Table 2.14 shows selected chemical shifts and coupling constants. Figure 2.60
shows a portion of the 'H NMR spectra comparing 21a, 22a and 8a. Since
mercury(ll) forms tetrahedral complexes no isomers were expected, unlike the

square planar palladium(ll) and platinum(ll).

HN1 HN2 Hc H2 C=S Cc=0, Cc2
amide

8a 10.92,9.2Hz 8.97 7.82 5.08 182.0 166.5 57.9
21a 12.00,9.6Hz 10.65 8.12 4.98 181.2  169.6 59.0

22a 11.43,95Hz  9.58 7.98 4.98 181.6  167.9 58.4

Table 2.14 Selected chemical shifts and coupling constants from the NMR spectra of 8a

and its complexes with mercury(ll) halides.

A
' Hc Hb A
H3 H4
NHb HEb HBa
NHa Ha H2
H He
B) NHb © HI
H3 Ha
Heb Hea
NHa Ha H2
M U“ﬁ [
He Hb H4
c
) H3 Ha
NHb H6h Hba
Ha
NHa Hz H5
J'L . s ___.JL,J“J
T T T T T T T T T T T T T T T T T
2.0 11.3 11.2 10.5 10.0 9.3 2.0 3.5 2.0 7.5 7.0 6.3 €.0 5.5 5.0 4.5 ppm
. . 1 .
Figure 2.60 Portion of the "H NMR spectrum comparing; A) 21a; B) 22a; C) 8a.

The *H NMR spectrum shows the thiourea acting as a neutral ligand with both N—
H protons present and shifted downfield. This is the same as the previous

complexes with the metal pulling electron density off the thiourea and the halide
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forming a new hydrogen-bond to HN2. The more electronegative chloride forms
a stronger hydrogen-bond and shifts the proton signal further downfield
compared to bromide. This effect is also seen for the other signals, with the
largest changes in chemical shift from 8a for the chloride analogue. The coupling
constant for HN1 suggests that the thiourea still has the Z,E,Z-anti conformation
for both complexes. Unlike the palladium or platinum complexes there is only a
small shift for the H2 signal and there is no change for the other carbohydrate
signals. Of the aromatic signals only Hc has shifted. There is little change in the
chemical shift of the C=S carbon despite being complexed to a metal. The slightly
smaller shifts for the sugar signals may be caused by the differences in
electronegativity since mercury(ll) has a lower electronegativity than

palladium(Il), platinum(ll) and rhodium(lll) [64].

2.10.2 Reaction with 8f

The above reaction was repeated with 8f to investigate the differences a non-
acyl thiourea had. Reaction of 8f with HgX, proceeded the same as above. They
did not ionise as well as the acyl analogues and no ions were observed by ESI-MS.
The 'H NMR spectra of the complexes 21f and 22f were not as well defined as
21a and 22a with the N-H protons seen as broad signals suggesting they were
not as tightly bound as for 21a and 22a, and exchanging more rapidly as shown
in Figure 2.61 which compares 22f with 8f. The broadening is worse for 21f with
HN2 almost completely disappeared. Since H2 couples to the broadened HN1

proton, it is also broad.
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Figure 2.61 Portion of the 'H NMR spectrum comparing; A) 22f: B) 8f.

Apart from the N—H signals the changes are what would be expected. While HN1
has not moved far, HN2 has shifted downfield as it forms a hydrogen-bond to the
halide, and the chloride has shifted HN2 more than the bromide. The sugar
signals have moved upfield. Since there is no internal hydrogen-bond for the
non-acyl thiourea little can be said about the conformation the thiourea takes.
To make things more difficult, without the coupling constant of HN1 nothing is
known about the orientation of H2 with respect to HN1. Table 2.15 has selected

chemical shifts from the NMR spectrum of 21f, 22f and 8f.

HN1 HN2 Hc H2 C=S Cc2

8f 5.96 7.90 7.14 5.13 182.0 58.2
21f 12.00 10.65 7.26 4.79 176.8 58.9

22f 1143 9.58 7.29 482 177.5 58.8

Table 2.15 Selected chemical shifts from the NMR spectra of 8f and its complexes with

mercury(ll) halides.
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2.11 Thiourea complexes with Au(I)

2111 LAuCl compounds (L = thiourea)

The neutral ligand, tetrahydrothiophene (THT), in (THT)AuX (where X is an anion)
is only weakly bound to the gold(l) atom and is very easily displaced. The sulfur
atom on a thiourea is very soft and therefore has a strong affinity for gold
making it ideal to displace the ligand. Many sulfur compounds have been used in
this reaction including thiourea examples. Other methods have been used such
as using a reducing agent to produce gold(l) in situ. For example gold(lll) halides
were reduced with SO, before addition of the thiourea [65]. The thiourea itself
can act as a reducing agent so when an excess of tetramethyl thiourea reacted
with Au,03 and HBr a mixture of products was formed, one of which was LAuBr
[66]. The displacement of THT has been used with a DNA intercalating molecule
with a thiourea side chain that was reacted with a range of (THT)AuX (Cl, Br or
NCS) compounds to produce complexes that showed potent activity against
Mycobacterium tuberculosis [67]. Gold(l) compounds are of interest as there is a
very long history of known gold compounds with biological activity such as
Robert Koch’s discovery in 1890 that K[Au(CN),] had anti-bacterial properties
[68]. Auranofin is used in the treatment of rheumatoid arthritis [69] and
Sanocrysin has long been studied for its activity against Mycobacterium
tuberculosis [70], Figure 2.62. The sugar thiourea in Figure 2.9 was reacted with

(Me,S)AuCl to produce a RAuCl complex [25].

B 0 3
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Et Ve
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Figure 2.62 Gold complexes with biological activity; A) Auranofin used in the treatment

of arthritis [69]; B) Sanocrysin potent against Mycobacterium tuberculosis

[70].
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If 8a is stirred with a molar equivalent of (THT)AuCl in dichloromethane
overnight, a white solid can be isolated. Figure 2.63 shows 23a. The ‘H NMR
spectrum shows that the thiourea is still a neutral ligand with the two N-H

protons still seen. Figure 2.64 has the *H NMR spectrum of 23a.

/CI
/Au
S /H
>¥N
OAc 0 i
N Ph
OAc H----0
AcO
Figure 2.63 23a with 8a acting as a neutral monodenatate ligand.
A H1
HNZ H3 Hd4
H2 H6b Hsa
HN1
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HNZ2 Ha HBb Hea
HNA HBHZ HS
T T T T T T T T T T T T T T
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Figure 2.64 Portion of the 'H NMR spectra comparing; A) 23a; B) 8a.

Both N—H signals have been shifted upfield, with HN2 shifting more because of
the removal of electron density by the metal centre affecting it much more since
the HN1 proton has already lost a lot of electron density because of the
hydrogen-bond. Unlike with the other examples of metal halide complexes
mentioned already (i.e. L,PdCl, or LRhCp*Cl, etc) the HN2 proton is not likely to

be forming a hydrogen-bond to the chloride because of the linear bonding of
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gold(l). As shown with two examples in Figure 2.65, the hydrogen—chloride
distance is further than would be credible. The coupling constant for HN1
suggests that the thiourea still has the Z,E,Z-anti conformation. The carbohydrate
region also sees shifts from the metal pulling electron density off the thiourea.
There are small shifts for H1 and H3, while H4, H5, H6a and H6b show negligible
shifts as would be expected since they are further from any change. The biggest
shift is for H2 which has moved 0.43 ppm upfield to 4.65 ppm. In the *C NMR
spectrum there is very little change. The C=S carbon has shifted upfield to 179.6
from 182.0 ppm. The amide C=0 carbon has a negligible shift (166.4 from 166.5
ppm). For the carbohydrate region the only change comes from C2 which shifts

downfield to 59.4 from 57.9 ppm.

Cl
/ Cl
A) 4887A /5, B) :\Au
2 \ : s
H s 4.055A!
N H )J\ Et
/N—Et \ /
(0] Et
Figure 2.65 Diagram showing distance between the proton and chloride in two thiourea—

AuCl crystal structures; A) [71]; B) [72].

The other acyl thioureas also react with (THT)AuCl to form neutral complexes.
They all formed white solids except for the p-nitro analogue which was yellow.
Their NMR spectra were similar to 23a and selected chemical shifts and coupling
constants are given in Table 2.16. The stability of the complexes was tested by
dissolving 23a in deuterated DMSO and recording the *H NMR spectrum. This
showed the 'H NMR shifts coming at the same positions as the parent thiourea,
evidence that the gold has been displaced. The thiourea sulfur—gold (I) bond is

apparently weak enough for the DMSO to displace.
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HN1 HN2 Hc H2 C=S C=0, C2
amide
8a 10.92,9.2 Hz 8.97 7.82 5.08 182.0 166.5 57.9

23a 11.20,10.0Hz  10.29 7.76 4.65 179.6 166.2 60.5

24a 11.12,9.7 Hz 9.76 7.82 4.83 180.7 166.4 59.4

8b 10.71,9.4 Hz 9.02 8.04 5.06 181.3 164.5 58.0

23b 11.08, 9.6 Hz 10.55 8.30 4.81 180.2 165.4 59.5

8c 10.61, 9.5 Hz 9.07 7.35 5.07 181.6 1564 57.9
24c 10.75,9.8 Hz 9.82 7.43 4.78 180.1  156.0 59.7

8d 10.62, 9.5 Hz 8.90 7.55 5.06 181.5 160.5 57.8

23d 10.78,10.1 Hz  10.05 7.30 4.64 178.8  160.2 60.8

Table 2.16 Selected chemical shifts and coupling constants from the NMR spectra of

acyl thioureas and their complexes with gold(l).

The complexes were unstable if exposed to light and at room temperature. They
decomposed to elemental gold, with samples turning purple overnight. This was
also seen for the analogous complex made with the sugar thiourea in Figure 2.9
(Page 22) [25]. Accurate elemental analysis could not be determined for these

complexes.

2.11.2 [L2Au]Cl compounds (L = thiourea)

If two molar equivalents of the thiourea are reacted with (THT)AuCl in
dichloromethane both the THT and the chloride are displaced giving the cationic
species [L,Au]Cl. Such compounds have been made before, for example a four
molar excess of thiourea (H,N(C=S)NH,) was reacted with HAuCl; to produce
[L,Au]ClI [73]. A cyclic thiourea has been used recently to form a complex of the
form [L,Au]Cl and was shown to be cytotoxic to cancer cells as well as an

inhibitor of thioredoxin reductase [74].



Chapter Two — Sugar thioureas as neutral ligands 89

The 'H NMR spectrum is very similar to LAuCl. The major difference is that HN2
has been shifted downfield less than with LAuCl. The coupling constant for HN1
of 9.7 Hz suggests that the thiourea still has the Z,E,Z-anti conformation. The
carbohydrate portion also shows smaller shifts, for example H2 has only shifted
to 4.83 ppm, compared with 4.65 ppm for LAuCl. Evidently the RAuR moiety
removes less electron density than RAuCl, which makes sense since the
electronegative chloride is no longer directly attached to the molecule. There is
little change in the aromatic signals. Figure 2.66 shows the comparison of 'H
NMR of 24a, 23a and 8a. The *C NMR spectrum is also very similar with the main
changes coming from C=S and C2. Table 2.16 has selected chemical shifts and

coupling constants for 24a.

A

H3 H4
H&b HBa

A JkL L MJM_MJ

8) HA
HN2
HN1 t
_JJ\ _J ]

HZ H6b H6a

© H1
Hd

HN2 Ha H&b Hea
HNT J Hz HS
J‘k ‘ M L,JL J‘u

T T T T T T T T T T T T T T T
12,4 19, 10.9 - 2.0 3.5 3.9 T3 7.0 £.5 6.0 2.3 Z.0 2.5 pEm

Figure 2.66 Portion of the 'H NMR spectrum comparing; A) 24a B) 23a; C) 8a.

2.11.3 [LAuPPh3]Cl compounds (L = thiourea)

Previously thioureas have been reacted with R3PAuCl in methanol to give
complexes of the form [R3PAuL]Cl, where the thiourea has bonded as a neutral

ligand to the gold(l) forming a cationic species [75]. When the reaction was
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carried out with PhsPAuCl and 8a, ESI-MS showed the presence of an ion
corresponding to [8aAuPPh;]* but when the reaction was worked up unreacted
PhsPAuCl was obtained. A different synthesis to get a similar product was to
react PhsPAuCl with AgNOs and filter off the AgCl before adding the thiourea

[67]. This was attempted with 8a, but gave no product that could be isolated.

2.12 Conclusions

The acyl thioureas make excellent neutral ligands. They are able to form
monodenatate ligands to a wide variety of metals. The internal hydrogen-bond
the acyl thioureas have is a vital part of their bonding, and remains when they
form complexes. The hydrogen-bond helps to drive the Z,E,Z-anti conformation
seen for the acyl thiourea, and could be inferred from the value of the coupling
constant of HN1. For all the complexes formed where coupling constant for HN1
could be determined showed values of 8.8-10.0 Hz. This is consistent with
retention of the Z,E,Z-anti conformation, and remains despite large changes such
as; the oxidation number of the metal (I, Il or lll); the type of anions on the metal

(Cp*, p-cymene, COD or a halide); and the coordination number (2 or 4).

'H NMR was an excellent technique for characterization of the complexes
showing clear changes upon coordination. When a complex had formed the 'H
NMR signals for the N-H protons are shifted downfield by the metal centre
withdrawing electron density from the thiourea portion of the molecule and if

possible the formation of hydrogen-bond to a halide on the metal.

The importance of the hydrogen-bond could be seen with the non-acyl thiourea,
8f, complexes with mercury(ll) halides. The 'H NMR showed very broad N-H
signals unlike any of the acyl thioureas. Despite this they still formed complexes

readily.
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The functionality on the aromatic group was also important, with it imparting
different properties on the complexes. For example the presence of the
thiophene moiety caused the PtL,Cl, complex to form a gel. Another example
was the p-nitro moiety causing the PdL,Cl, complex to only form the trans

isomer.

2.13 Experimental

The general experimental procedures are in Appendix One with the synthesis of
7-HCl and 7. NMR information is in Appendix Two and X-ray diffraction details are
in Appendix Three. D-Glucosamine hydrochloride, 4-methoxybenzaldehyde and
phenyl isothiocyanate were purchased from Aldrich and used without further
purification. 8e [28], 8f [28], [Cp*RhCl,], [76] and (THT)AuCI [77] were made

according to literature procedures.
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8a

Benzoyl chloride (0.19 mL, 0.295 g, 2.10 mmol) and KSCN (0.204 g, 2.10 mmol)
were refluxed in dry acetone (15 mL) for 10 minutes. 7 (0.730 g, 2.10 mmol) was
dissolved in dry CH,Cl, (10 mL) and added to the acetone suspension and stirred
overnight at room temperature. Water (30 mL) was added and the organic phase
collected, the aqueous layer was washed with dichloromethane (2 x 20 mL). The
organic phases were combined, dried (MgSQ,), filtered and evaporated under
reduced pressure. The residue was recrystallised from hot ethanol to give white

crystals of 8a (0.808 g, 75.4%).

'H NMR: 6 10.92 (d, 1H, Jxw2, 9.2 Hz, HN1), 8.97 (s, 1H, HN2), 7.82 (m,
2H, Hc), 7.62 (m, 1H, Ha), 7.51 (m, 2H, Hb), 5.94 (d, 1H, Juz 4, 8.1 Hz, H1), 5.38
(dd, 1H, Jus e 8.8 Hz, Jias 9.8 Hz, H3), 5.21 (m, 1H, H4), 5.08 (m, 1H, H2), 4.32
(dd, 1H, Jus uep 4.8 Hz, Jugansp 12.4 Hz, H6b), 4.17 (dd, 1H, Jus nea 2.7 Hz, Juea,neb
12.4 Hz, H6a), 3.91 (ddd, 1H, Jusuea 2.7 Hz, Jus neb 4.8 Hz, Jua s 9.4 Hz, H5), 2.12,
2.10, 2.06, 2.05 (4s, 12H, 4 x OAc) ppm. *C NMR: & 182.0 (C=S), 170.8, 170.4,
169.5, 169.2 (4 x C=0, acetyl), 166.5 (C=0, amide), 134.0 (Ca), 131.4 (Cd), 129.3
(Cb), 127.7 (Cc), 92.4 (C1), 73.1 (C5), 72.4 (C3), 67.7 (C4), 61.9 (C6), 57.9 (C2),
21.1, 20.9, 20.8, 20.7 (4 x CH3) ppm. MS: m/z: 533.119 (strong, [M + Na]’, calc.
533.120), 549.091 (medium, [M + K]’, calc. 549.094), 1043.251 (strong, [2M +
Na]’, calc. 1043.251), 1059.222 (weak, [2M + K]*, calc. 1059.225).

8b

p-Nitrobenzoyl chloride (0.750 g, 4.04 mmol) was dissolved in dry acetonitrile (10
mL) under N, and cooled to 0 °C. KNCS (0.392 g, 4.04 mmol) was added and
stirred for 1 hour at 0 °C. The mixture was allowed to warm to room temperature
and 7 (1.404 g, 4.04 mmol) in dry CH,Cl, (10 mL) was added and stirred for 16
hours. The mixture was poured into water (100 mL) and the organic layer
separated, the aqueous phase was washed with CH,Cl, (2 x 15 mL), the organic

phases were combined, dried (MgSQ,), filtered and evaporated under reduced
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pressure to give a pale yellow foam. The crude product was recrystallised from

hot ethanol to give 8b as a pale yellow solid (2.036 g, 90.7%).

'H NMR: 6 10.71 (d, 1H, Juzan1 9.4 Hz, HN1), 9.02 (s, 1H, HN2), 8.36 (dft,
2H, Hb), 8.04 (dt, 2H, Hc), 5.93 (d, 1H, Jy1 2 8.1 Hz, H1), 5.35 (dd, 1H, Jus e 8.7 Hz,
Juzns 9.8 Hz, H3), 5.21 (t, 1H, H4), 5.06 (dt, 1H, H2), 4.33 (dd, 1H, Jus e 4.8 Hz,
Juganeb 12.4 Hz, H6b), 4.18 (dd, 1H, Jusuea 2.7 Hz, Juganep 12.4 Hz, H6a), 3.91 (ddd,
1H, Jus ea 2.7 Hz, Jus nep 4.8 Hz, Jua s 9.4 Hz, H5), 2.13, 2.11, 2.07, 2.05 (4s, 12H, 4
x OAc) ppm. *C NMR: 6 181.3 (C=S), 170.8, 170.5, 169.4, 169.2 (4 x C=0, acetyl),
164.5 (C=0, amide), 151.0 (Ca), 136.8 (Cd), 129.1 (Cb), 124.4 (Cc), 92.3 (C1), 73.1
(C5), 72.3 (C3), 67.6 (C4), 61.8 (C6), 58.0 (C2), 21.2, 20.9, 20.8, 20.7 (4 x CHs)
ppm. Anal. Calcd for Cy,H,5N304,S (555.512): C, 47.57; H, 4.54; N, 7.56. Found: C,
47.46; H, 4.70; N, 7.29. MS: m/z: 578.110 (strong, [M + Nal’, calc. 578.105),
594.078 (weak, [M + K]*, calc. 594.079), 1133.219 (weak, [2M + Nal’, calc.
1133.221).

8c

2-Furoyl chloride (0.5 mL, 0.622 g, 5.07 mmol) was dissolved in dry acetone (10
mL) under nitrogen, NH4NCS (0.386 g, 5.07 mmol) was added and refluxed for 10
minutes. 7 (1.762 g, 5.07 mmol) in dry CH,Cl, (10 mL) was added and stirred for
16 hours. The mixture was poured into water (100 mL) and the organic layer
separated, the aqueous phase was washed with CH,Cl, (3 x 15 mL), the organic
phases were combined, dried (MgSQ,), filtered and evaporated under reduced
pressure to give a pale yellow foam. The crude product was recrystallised from

hot ethanol to give white crystals of 8¢ (2.119 g, 83.5%).

'H NMR: 6 10.61 (d, 1H, Juzun: 9.5 Hz, HN1), 9.07 (s, 1H, HN2), 7.57 (dd,
1H, Juanc 0.8 Hz, Jyapo 1.8 Hz, Ha), 7.35 (dd, 1H, Jyape 0.8 Hz , Jupyc 3.6 Hz, Hc),
6.61 (dd, 1H, Juanp 1.8 Hz , Jupsc 3.6 Hz, Hb), 5.90 (d, 1H, Ju1 w2 8.3 Hz, H1), 5.33
(dd, 1H, Juz s 8.9 Hz, Juzns 9.9 Hz, H3), 5.20 (t, 1H, H4), 5.07 (dt, 1H, H2), 4.32
(dd, 1H, Jusmep 4.7 Hz, Juearer 12.4 Hz, H6b), 4.16 (dd, 1H, Jusmea 2.5 HZ, wea e
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12.4 Hz, H6a), 3.88 (ddd, 1H, Jusuea 2.5 Hz, Jus peb 4.7 Hz, Jua s 9.5 Hz, H5), 2.12,
2.10, 2.05, 2.04 (4s, 12H, 4 x OAc) ppm. *C NMR: § 181.6 (C=S), 170.8, 170.4,
169.5, 169.3 (4 x C=0, acetyl), 156.4 (C=0, amide), 146.5 (Ca), 144.9 (Cd), 119.4
(Cc), 113.6 (Ch), 92.4 (C1), 73.1 (C5), 72.4 (C3), 67.7 (C4), 61.8 (C6), 57.9 (C2),
21.1, 20.9, 20.8, 20.7 (4 x CHs) ppm. Anal. Calcd for CyoH,4N,01:S (500.476): C,
48.00; H, 4.83; N, 5.60. Found: C, 48.48; H, 4.86; N, 5.61. MS: m/z: 523.099
(strong, [M + Nal’, calc. 523.099), 539.078 (weak, [M + K]*, calc. 539.073),
1023.211 (medium, [2M+Na]", calc 1023.2009).

8d

8d was made using the same method as 8c, 2-Thiophene carbonyl chloride (0.5
mL, 0.686 g, 4.68 mmol), NH;NCS (0.356 g, 4.68 mmol) and 7 (1.624 g, 4.68
mmol). Worked up to give white crystals of 8d (2.118 g, 87.7%).

'H NMR: & 10.62 (d, 1H, Juzn1 9.5 Hz, HN1), 8.90 (s, 1H, HN2), 7.62 (dd,
1H, Juane 1.2 Hz, Jyamp 5.0 Hz, Ha), 7.55 (dd, 1H, Jyanc 1.2 Hz, Jupne 3.9 Hz, Hc),
7.04 (dd, 1H, Jupuc 3.9 Hz, Jyamp 5.0 Hz, Hb), 6.01 (d, 1H, Ju1 4, 8.3 Hz, H1), 5.47
(dd, 1H, Juz s 8.9 Hz, Jipns 10.0 Hz, H3), 5.14 (t, 1H, H4), 5.06 (dt, 1H, H2), 4.27
(dd, 1H, Jusmep 4.7 Hz , Jueanen 12.4 Hz, H6b), 4.11 (dd, 1H, Jusnea 2.6 Hz, Jeanes
12.4 Hz, H6a), 3.89 (ddd, 1H, Jus ea 2.6 HZ, Jusmep 4.7 Hz, Juans 9.6 Hz, H5), 2.06,
2.03, 1.99, 1.98 (4s, 12H, 4 x OAc) ppm. *C NMR: & 181.5 (C=S), 170.6, 170.4,
169.4 x 2 (4 x C=0, acetyl), 160.5 (C=0, amide), 135.8 (Cd), 134.4 (Ca), 130.8 (Cc),
128.4 (Cb), 92.1 (C1), 72.7 (C5), 72.3 (C3), 67.8 (C4), 61.8 (C6), 57.8 (C2), 21.0,
20.7 x 2, 20.6 (4 x CH3) ppm. Anal. Calcd for CyoH24N2040S; (516.542): C, 46.50; H,
4.68; N, 5.42. Found: C, 46.66; H, 4.70; N, 5.41. MS: m/z: 539.078 (strong, [M +
Na]*, calc. 539.077), 555.051 (weak, [M + K]", calc. 555.050), 1055.164 (medium,
[2M + Na]’, calc. 1055.164).
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9a

8a (27.3 mg, 0.0535 mmol) and [Cp*RhCl;], (16.5 mg, 0.0267 mmol) were
dissolved in CH,Cl, (10 mL) and stirred for 2 hours. The solution was filtered
through Celite and the solvent removed under reduced pressure. The residue

was recrystallised from CH,Cl, and petroleum spirits to give 9a (23.4 mg, 53.4%).

'H NMR: 6 11.83 (d, 1H, Jun1,m2 8.5 Hz, HN1), 11.38 (s, 1H, HN2), 8.26 (m,
2H, Hc), 7.52 (m, 1H, Ha), 7.44 (m, 2H, Hb), 5.83 (d, 1H, Jus 8.3 Hz, H1), 5.33
(dd, 1H, Juz,na 9.0 Hz, Jua s 9.9 Hz, H3), 5.23 (t, 1H, H4), 5.08 (dt, 1H, H2), 4.39
(dd, 1H, Jusuep 5.0 Hz, Jueanep 12.5 Hz, H6b), 4.14 (dd, 1H, Jus nea 2.4 Hz, Juea,neb
12.5 Hz, H6a), 3.91 (ddd, 1H, Jsea 2.5 Hz, Jsep 5.0 Hz, J45 9.6 Hz, H5), 2.21, 2.06
(2s, 6H, 2 x OAc), 2.12 (1s, 6H, 2 x OAc) ppm. C NMR: & 182.3 (C=S), 170.9,
170.3, 169.8, 169.2 (4 x C=0, acetyl), 169.7 (bs, C=0, amide), 133.8 (Ca), 130.8
(Cd), 130.2 (Cc), 128.6 (Cb), 92.5 (C1), 73.3 (C5), 72.2 (C3), 67.8 (C4), 61.9 (C6),
57.9 (C2), 21.3, 21.0, 20.8, 20.8 (4 x CH3) ppm. Anal. Calcd for C3,H41N>010SCIoRh
(819.552): C, 46.90; H, 5.04; N, 3.42. Found: C, 47.16; H, 4.84; N, 3.72. MS: m/z:
747.149 (strong, [M—H-2CI]", calc. 747.145), 769.131 (weak, [M—2HCI+Na]", calc.
769.127), 805.108 (weak, [M—HCI+Na]*, calc. 805.104), 1529.260 (weak, [2(M-H—
2CI+Cl]*, calc. 1529.260), 1551.243 (weak, [2(M-2HCl)+NaCl+H]*, calc.
1551.242), 1587.225 (weak, [2(M—HCl)+Na]", calc. 1587.219).

11a

8a (104 mg, 0.203 mmol) and [Rh(COD)CI], (50.0 mg, 0.101 mmol) were
dissolved in CH,Cl, (15 mL) and stirred for 1 hour. The solution was filtered
through Celite and the solvent removed under reduced pressure. The residue

was recrystallised with CH,Cl; and petroleum spirits to give 11a (128 mg, 83.3%).

'H NMR: 6 12.34 (s, 1H, HN2), 11.53 (d, 1H, Jun1i2 9.7 Hz, HN1), 8.12 (m,
2H, Hc), 7.58 (m, 1H, Ha), 7.47 (m, 2H, Hb), 5.85 (d, 1H, Jur2 8.3 Hz, H1), 5.33
(dd, 1H, Juz pa 9.0 Hz, Juz s 9.8 Hz, H3), 5.17 (t, 1H, H4), 4.93 (dt, 1H, H2) 4.33 (dd,
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1H, Jus,ueb 4.7 Hz, Jueamen 12.4 Hz, HEb), 4.31 (b, 4H, CH), 4.13 (dd, 1H, Jusnea 2.4
Hz, Jueaneb 12.4 Hz, H6a), 3.89 (ddd, 1H, Jse, 2.4 Hz, Jsep 4.6 Hz, J45 9.5 Hz, H5),
2.46 (m, 4H, CH,), 2.16, 2.09, 2.08, 2.04 (4s, 12H, 4 x OAc), 1.88 (m, 4H, CH,)
ppm. *C NMR: 6 182.6 (C=S), 170.7, 170.2, 169.5, 169.1 (4 x C=0, acetyl), 169.5
(C=0, amide), 134.1 (Ca), 131.0 (Cd), 129.4 (Cc), 128.8 (Cb), 92.2 (C1), 73.1 (C5),
72.3 (C3), 67.6 (C4), 61.7 (C6), 57.6 (C2), 31.1 (4 x CH,), 21.2, 20.8 x 2, 20.7 (4 x
CH3) ppm. Anal. Calcd for C3gH3gN,010SCIRh (757.054): C, 47.60; H, 5.06; N, 3.70.
Found: C, 47.16; H, 4.84; N, 3.72. MS: m/z: 743.117 (strong, [M—HCI+Nal®, calc.
743.112).

12a

8a (83.4 mg, 0.163 mmol) and [(p-cymene)RuCl,], (50.0 mg, 0.0816 mmol) were
dissolved in CH,Cl, (10 mL) and stirred for 1 hour. The solution was filtered
through Celite and the solvent removed under reduced pressure. The residue
was recrystallised with CH,Cl, and petroleum spirits to give 12a (0.102 mg,

76.4%).

'H NMR: & 11.71 (d, 1H, Juann 9.6 Hz, HN1), 11.28 (s, 1H, HN2), 8.19 (m,
2H, Hc), 7.51 (m, 1H, Ha), 7.42 (m, 1H, Hb), 5.83 (d, 1H, Ju1 42 8.4 Hz, H1), 5.45 (m,
2H, H9), 5.30 (m, 2H, H8), 5.32 (dd, 1H, Juzna 9.0 Hz, Jyo u3 10.0 Hz, H3), 5.23 (t,
1H, H4), 5.07 (dt, 1H, J12 8.4 Hz, Juzn; Jrzns 10.0 Hz, H2), 4.38 (dd, 1H, Jus nep 4.9
Hz , Jueamen 12.5, H6b), 4.15 (dd, 1H, Juspea 2.4 Hz, Juearen 12.5 Hz, H6a), 3.91
(ddd, 1H, Jus,ea 2.4 Hz, Jus eb 4.9 Hz, Juaps 9.6 Hz, H5), 3.03 (gn, 1H, H10), 2.28 (s,
3H, H7), 2.18, 2.12, 2.09, 2.06 (4s, 12H, 4 x OAc), 1.35 (d, 6H, H11) ppm. *C
NMR: & 183.5 (C=S), 170.7, 170.3, 169.7, 169.1 (4 x C=0, acetyl), 169.4 (C=0,
amide), 133.8 (Ca), 130.8 (Cd), 130.1 (Cc), 128.6 (Cb), 103.5 (C11), 100.0 (C8),
92.3 (C1), 84.2, 84.0 (C10), 83.1, 83.0 (C9), 73.3 (C5), 72.2 (C3), 67.7 (C4), 61.8
(C6), 58.0 (C2), 30.6 (C12), 22.3 (C13), 21.2, 20.9, 20.9, 20.7 (4 x CH5) 18.5 (C7)
ppm. Anal. Calcd for C3H4oN,010SCl,RU (816.708): C, 47.06; H, 4.94; N, 3.43.
Found: C, 47.48; H, 4.82; N, 3.49. MS: m/z: 745.137 (strong, [(M—=2HCI)+H]", calc
745.137).
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13a

8a (100 mg, 0.196 mmol) and [Pd(C,N-DMAB)CI], (54.1 mg, 0.0979 mmol) were
dissolved in CH,Cl, (15 mL) under N, and stirred for 1 hour. The solution was
filtered through Celite and the addition of petroleum spirits gave 13a (103.2 mg,
67%)

'H NMR: 6 12.38 (s, 1H, HN2), 11.57 (d, 1H, Jyz x4 9.8 Hz, HN1), 8.19 (m,
2H, Hc), 7.62 (m, 1H, Ha), 7. 14 (m, 2H, Hb), 7.56 (m, 1H, Arom.), 7.41 (m, 2H,
Arom.), 6.94 (m, 1H, Arom.), 5.94 (d, 1H, J;, 8.0 Hz, H1), 5.41 (t, 1H, H3), 5.22 (t,
1H, H4), 5.07 (m, 1H, H2), 4.39 (dd, 1H, Js6, 5.0 Hz , Jeaep 12.7 Hz, H6b), 4.20 (b,
1H, CH,), 4.19 (m, 1H, H6a), 4.94 (b, 1H, CH;), 3.94 (m, 1H, H5), 2.94 (s, 3H, Me),
2.78 (s, 3H, Me), 2.17, 2.16, 2.09, 2.08 (4s, 12H, 4 x OAc) ppm. Anal. Calcd for
C31H3sN3040SCIPd (786.59): C, 47.34; H, 4.87; N, 5.34. Found: C, 47.06; H, 4.78; N,
5.11. MS: m/z: 750.134 (strong, [M—CI]", calc. 750.131), 772.116 (medium, [M-
HCI+K]*, calc. 772.114), 788.092 (weak, [M—HCI+K]", calc. 788.088).

14a

8a (100 mg, 0.196 mmol) and PdCl, (17.4 mg, 0.0980 mmol) were dissolved in
acetonitrile (7 mL) and stirred for 4 hours. The solvent was removed under
reduced pressure and the residue dissolved in CH,Cl, and filtered through Celite.
Solvent was reduced and petroleum spirits added to give an orange powder of

14a (103 mg, 87%).

trans isomer: *H NMR: & 11.64 (s, 1H, HN2), 11.53 (d, 1H, Juznn 9.8 Hz,
HN1), 8.08 (m, 2H, Hc), 7.64 (m, 1H, Ha), 7.54 (m, 2H, Hb), 5.91 (d, 1H, J1, 8.3 Hz,
H1), 5.39 (dd, 1H, Ju3ua 9.1 Hz, Juz 43 10.0 Hz, H3), 5.24 (t, 1H, H4), 4.94 (dt, 1H,
J1,2 8.3 Hz, Juauna; Jnzns 9.9 Hz, H2), 4.34 (dd, 1H, Jse, 4.4 Hz , Jeaen 12.5 Hz, HEb),
4.17 (dd, 1H, Jsga 2.3 Hz, Jeaep 12.5, H6a), 3.91 (ddd, 1H, Jse, 2.4 Hz, Js 6, 4.3 Hz,
Jus 9.7 Hz, H5), 2.19, 2.13, 2.10, 2.06 (4s, 12H, 4 x OAc) ppm. >C NMR: & 180.3
(C=S), 170.8, 170.7, 169.4, 169.4 (4 x C=0, acetyl), 168.7 (C=0, amide), 134.7
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(Ca), 130.3 (Cd), 129.3 (Cb), 129.0 (Cc), 92.2 (C1), 73.2 (C5), 72.4 (C3), 67.5 (C4),
61.6 (C6), 58.5 (C2), 21.2, 20.9, 20.9, 20.7 (4 x CH3) ppm. cis isomer: *H NMR: &
12.04 (s, 1H, HN2), 11.67 (d, 1H, HN1), 8.18 (m, 2H, Hc), 7.64 (m, 1H, Ha), 7.54
(m, 2H, Hb), 5.96 (d, 1H, J1, 8.2 Hz, H1), 5.45 (dd, 1H, Jus 4 9.2 Hz, Jyz s 9.8 Hz,
H3), 5.20 (t, 1H, H4), 4.87 (dt, 1H, H2), 4.34 (m, 1H, H6b), 4.17 (m, 1H, H6a), 3.91
(m, 1H, H5), 2.19, 2.13, 2.10, 2.06 (4s, 12H, 4 x OAc) ppm. Anal. Calcd for
Ca4Hs52N40420S,CloPd (1198.35): C, 44.10; H, 4.37; N, 4.68. Found: C, 44.32; H, 4.49;
N, 4.75. MS: m/z: 1147.140 (strong, [M—2H=2Cl+Nal*, calc 1147.140), 1125.157
(weak, [M—H-2Cl]" calc 1125.158).

14b

14b was produced using the same method as for 14a. 8b (100 mg, 0.180 mmol)
and PdCl; (15.6 mg, 0.090 mmol), worked up to give an orange powder of 14b
(103 mg, 89%).

"H NMR: & 11.90 (s, 1H, HN2), 11.28 (d, 1H, Juz una 9.6 Hz, HN1), 8.39 (m,
2H, Hc), 8.28 (m, 1H, Hb), 5.93 (d, 1H, Ju1 42 8.3 Hz, H1), 5.39 (dd, 1H, Jyz 14 9.1 Hz,
Juzns 9.7 Hz, H3), 5.24 (t, 1H, H4), 4.91 (dt, 1H, H2), 4.35 (dd, 1H, Jus e 4.5 Hz,
Jusa e 12.6 Hz, H6b), 4.17 (dd, 1H, Jus vea 2.4 HZ, Jueanen 12.6 Hz, H6a), 3.92 (ddd,
1H, Jus nea 2.4 Hz, Jus neb 4.5Hz, Juans 9.6 Hz, H5), 2.21, 2.12, 2.10, 2.07 (4s, 12H, 4
x OAc) ppm. *C NMR: § 180.0 (C=S), 170.7, 169.3 (4 x C=0, acetyl), 166.8 (C=0,
amide), 151.2 (Ca), 135.6 (Cd), 130.3 (Cb), 124.3 (Cc), 92.0 (C1), 73.2 (C5), 72.2
(C3), 67.3 (C4), 61.5 (C6), 58.8 (C2), 21.2, 20.9, 20.8, 20.7 (4 x CH3) ppm. Anal.
Calcd for CasHsoNg0245,Cl,Pd (1288.350): C, 41.02; H, 3.91; N, 6.52. Found: C,
41.19; H, 4.14; N, 6.35. MS: m/z: 1215.122 (weak, [M=2HCI+H]", calc 1215.128),
1237.108 [strong, [M—2HCl+Na]*, calc 1237.110), 1253.081 [weak, [M—=2HCI+K]*,
calc 1253.084), 1297.065 (weak, [M—2HCI+NaCl+Na]* calc 1297.068) , 1313.042
(weak, [M—2HCIl+NaCl+K]* calc 1313.042).
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14c

14c was produced using the same method as for 14a. 8c (100 mg, 0.200 mmol)
and PdCl, (17.7 mg, 0.100 mmol), worked up to give an orange powder of 14c
(94.5 mg, 80%).

trans isomer: *H NMR: & 11.63 (s, 1H, HN2), 11.17 (d, 1H, Jy2,un1 9.8 Hz,
HN1), 7.73 (dd, 1H, Jyanc 0.6 Hz, Juanp 1.7 Hz, Ha), 7.56 (m, 1H, Juane 0.6 Hz, Jup pc
3.6 Hz, Hc), 6.61 (M, 1H, Juamp 1.7 Hz, Jup e 3.6 Hz, Hb), 5.91 (d, 1H, Juy 2 8.1 Hz,
H1), 5.38 (dd, 1H, Jusua 9.1 Hz, Juz s 10.0, H3), 5.22 (t, 1H, H4), 4.91 (dt, 1H, H2),
4.33 (dd, 1H, Jusuep 4.2 Hz, Jueamep 12.5 Hz, H6b), 4.15 (dd, 1H, Jusnea 2.4 Hz,
Juga b 12.5 Hz, H6a), 3.90 (ddd, 1H, Jusnea 2.4 Hz, Jus neb 4.2 Hz, Juaps 9.7 Hz, H5),
2.18, 2.12, 2.10, 2.05 (4s, 12H, 4 x OAc) ppm. 3C NMR: & 180.0 (C=S), 170.8,
170.8, 169.5, 169.4 (4 x C=0, acetyl), 158.1 (C=0, amide), 148.6 (Ca), 144.1 (Cd),
121.0 (Cc), 113.5 (Cb), 92.1 (C1), 73.2 (C5), 72.4 (C3), 67.5 (C4), 61.5 (C6), 58.6
(C2), 21.2, 20.9, 20.9, 20.7 (4 x CH3) ppm. cis isomer: *H NMR: § 11.92 (s, 1H,
HN2), 11.21 (d, 1H, Juzunt 10.1 Hz, HN1), 7.77 (m, 1H, Ha), 7.56 (m, 1H, Hc), 6.61
(m, 1H, Hb), 6.00 (d, 1H, Ju1n2 8.2 Hz, H1), 5.49 (t, 1H, H3), 5.18 (t, 1H, H4), 4.82
(dt, 1H, H2), 4.34 (m, 1H, H6b), 4.16 (m, 1H, H6a), 3.94 (m, 1H, H5), 2.23, 2.13,
2.09, 2.08 (4s, 12H, 4 x OAc) ppm. Anal. Calcd for C4oH4gN40,,S,Cl,Pd (1178.279):
C, 40.77; H, 4.11; N, 4.75. Found: C, 40.25; H, 3.96; N, 4.79. MS: m/z: 1127.096
[strong, [M—-2HCI+Na]®, calc 1127.099), 1143.075 [weak, [M—-2HCI+K]", calc
1143.073).

15a

PdCl, (17.4 mg, 0.098 mmol) and NaBr (252.0 mg, 2.45 mmol, 25 M excess) was
dissolved in acetonitrile and water (1:1, 7 mL) and stirred for % an hour. The
solvent was removed under reduced pressure. 8a (100 mg, 0.196 mmol) was
added and acetonitrile (7 mL) added and stirred for 16 hours. The solvent was

removed under reduced pressure and the residue dissolved in CH,Cl, and filtered
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through Celite. Solvent was reduced and petroleum spirits added to give an

orange powder of 15a (97.5 mg, 77%).

'H NMR: & 11.38 (d, 1H, Juznn 9.7 Hz, HN1), 11.05 (s, 1H, HN2), 8.10 (m,
2H, Hc) 7.66 (m, 1H, Ha), 7.55 (m, 2H, Hb), 5.95 (d, 1H, J1, 8.4 Hz, H1), 5.43 (dd,
1H, Juza 9.1 Hz, Juzus 10.0 Hz, H3), 5.24 (t, 1H, H4), 4.93 (dt, 1H, H2), 4.35 (dd,
1H, Jsgp 4.5 Hz , Jgaep 12.5 Hz, H6b), 4.17 (dd, 1H, Jsga 2.3 Hz, Jeago 12.5, H6a),
3.92 (ddd, 1H, Jsea 2.4 Hz, Jse 4.4 Hz, Jss 9.8 Hz, H5), 2.21, 2.13, 2.11, 2.07 (4s,
12H, 4 x OAc) ppm. *C NMR: & 179.1 (C=S), 170.8, 170.7, 169.5, 169.4 (4 x C=0,
acetyl), 167.9 (C=0, amide), 134.7 (Ca), 130.0 (Cd), 129.4 (Cb), 128.9 (Cc), 92.2
(C1), 73.2 (C5), 72.4 (C3), 67.6 (C4), 61.6 (C6), 59.1 (C2), 21.3, 21.0, 20.9, 20.7 (4 x
CHs) ppm. Anal. Calcd for CasHsN4O205,BroPd (1287.26): C, 41.05; H, 4.07; N,
4.35. Found: C, 41.16; H, 3.97; N, 4.23. MS: m/z: 1147.140 (strong, [M-
2HBr+Na]’, calc 1147.140)

16a

16a was produced using the same method as 15a. PdCl, (17.4 mg, 0.098 mmol),
Nal (367.2 mg, 2.45 mmol, 25 M excess) and 8a (100 mg, 0.196 mmol), worked
up to give 16a (113 mg, 84.3%).

'H NMR: 6 11.29 (d, 1H, Juz vz 10.0 Hz, HN1), 10.53 (s, 1H, HN2), 8.14
(m, 2H, Hc), 7.68 (m, 1H, Ha), 7.56 (m, 2H, Hb), 5.87 (d, 1H, Jurn2 8.3 Hz, H1), 5.36
(dd, 1H, Juz s 9.1 Hz, Juzus 10.1 Hz, H3), 5.26 (t, 1H, H4), 4.91 (dt, 1H, H2), 4.36
(dd, 1H, Jusuep 4.2 Hz, Juearer 12.5 Hz, H6b), 4.17 (dd, 1H, Jusrea 2.2 Hz, Juea e
12.5 Hz, H6a), 3.90 (ddd, 1H, Jusnea 2.2 Hz, Juspeb 4.2 Hz, Juans 9.8 Hz, H5), 2.23,
2.15, 2.13, 2.07 (4s, 12H, 4 x OAc) ppm. 3C NMR: & 181.4 (C=S), 170.8, 170.7,
169.4, 169.4 (4 x C=0, acetyl), 167.1 (C=0, amide), 134.7 (Ca), 130.3 (Cd), 129.3
(Cb), 129.0 (Cc), 92.2 (C1), 73.2 (C5), 72.3 (C3), 67.5 (C4), 61.5 (C6), 58.8 (C2),
21.2,20.9, 20.9, 20.7 (4 x CHs) ppm. Anal. Calcd for CasHsoN4O051,Pd (1381.26):
C, 38.26; H, 3.79; N, 4.06. Found: C, 37.91; H, 3.92; N, 4.27. MS: m/z: 1147.145
(100%, [M—2HI+Na]*, calc 1147.140).
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17a

17a was produced using the same method as 14a except a four molar excess of
8a was used. PdCl, (8.7 mg, 0.049 mmol) and 8a (100 mg, 0.196 mmol), worked

up to give an orange powder of 17a (51.2 mg, 76%).

'H NMR: 6 11.67 (b, 1H, HN2), 11.56 (b, 1H, HN1), 8.12 (m, 2H, Hc), 7.67
(m, 1H, Ha), 7.56 (m, 2H, Hb), 5.93 (d, 1H, Ju 12 8.4 Hz, H1), 5.41 (t, 1H, H3), 5.26
(t, 1H, H4), 4.95 (m, 1H, H2), 4.37 (dd, 1H, Jusueb 4.6 Hz, Jugares 12.6 Hz, H6b),
4.19 (dd, 1H, Juspea 2.2 Hz, Jugansp 12.6 Hz, H6a), 3.94 (ddd, 1H, Juspes 2.2 Hz,
Jus.meb 4.6 Hz, Juaps 9.6 Hz, H5), 2.21, 2.15, 2.13, 2.09 (4s, 12H, 4 x OAc) ppm. 3C
NMR: & 180.3 (C=S), 170.7, 170.6, 169.4, 169.3 (4 x C=0, acetyl), 168.7 (C=0,
amide), 134.7 (Ca), 130.3 (Cd), 129.3 (Cb), 129.0 (Cc), 92.2 (C1), 73.2 (C5), 72.4
(C3), 67.5 (C4), 61.6 (C6), 58.5 (C2), 21.2, 20.9, 20.9, 20.7 (4 x CHs) ppm. Anal.
Calcd for CasHsaN4005,1,Pd (1381.26): C, 38.26; H, 3.79; N, 4.06. Found: C, 38.57;
H, 3.82; N, 4.26.

18a

8a (100 mg, 0.196 mmol) and K,[PtCls] (40.7 mg, 0.098 mmol) were dissolved in
acetonitrile:water (10:1, 11 mL) and stirred for 4 hours. The solvent was removed
under vacuum and the residue dissolved in CH,Cl, and filtered through Celite.
The solvent was removed under vacuum and recrystallised from CH,Cl, and

petroleum spirits to give a yellow powder of 18a (115 mg, 91%).

trans isomer: "H NMR: § 11.43 (s, 1H, HN2), 11.26 (d, 1H, Juznunt 9.9 Hz,
HN1), 8.02 (m, 2H, Hc), 7.60 (m, 1H, Ha), 7.53 (m, 2H, Hb), 6.05 (d, 1H, J1, 8.3 Hz,
H1), 5.55 (dd, 1H, Jus s 9.1 Hz, Juz s 10.1 Hz, H3), 5.26 (t, 1H, H4), 4.87 (dt, 1H,
J12 8.4 Hz, Jugpng; Jnzns 10.0 Hz, H2), 4.35 (dd, 1H, Js 6 4.5 Hz , Jea b 12.6 Hz, HED),
4.18 (dd, 1H, Jsga 2.3 Hz, Jeaen 12.6 Hz, H6a), 3.94 (m, 1H, H5) 2.26, 2.18, 2.07,
2.06 (4s, 12H, 4 x OAc) ppm. 3C NMR: & 178.9 (C=S), 171.0, 170.7, 169.8, 169.4
(4 x C=0, acetyl), 167.3 (C=0, amide), 134.6 (Ca), 129.9 (Cd), 129.4 (Cb), 128.5
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(Cc), 92.0 (C1), 73.1 (C5), 72.3 (C3), 67.8 (C4), 61.6 (C6), 59.1 (C2), 21.2, 21.0,
20.8, 20.7 (4 x CH3) ppm. cis isomer: *H NMR: 6 11.64 (s, 1H, HN2), 11.30 (d, 1H,
Juznt 10.0 Hz, HN1), 8.10 (m, 2H, Hc), 7.60 (m, 1H, Ha), 7.53 (m, 2H, Hb), 6.10 (d,
1H, J12 8.4 Hz, H1), 5.62 (dd, 1H, Juz na 9.2 Hz, Juans 10.2 Hz, H3), 5.14 (t, 1H, H4),
4.75 (dt, 1H, J1 7 8.4 Hz, Jyz un1; Juzus 10.0 Hz, H2), 4.32 (dd, 1H, Jse, 4.7 Hz, Jeaep
12.4 Hz, H6b), 4.15 (dd, 1H, Jsea 2.1 Hz, Jeagp 12.4 Hz, H6a), 3.94 (m, 1H, H5),
2.21, 2.13, 2.11, 2.06 (4s, 12H, 4 x OAc) ppm. *C NMR: § 177.9 (C=S), 170.8,
171.6, 169.7, 169.3 (4 x C=0, acetyl), 167.4 (C=0, amide), 134.8 (Ca), 129.7 (Cd),
129.5 (Cb), 128.7 (Cc), 91.9 (C1), 73.1 (C5), 72.2 (C3), 67.9 (C4), 61.7 (C6), 59.3
(C2), 21.2, 20.9, 20.8, 20.6 (4 x CH3) ppm. Anal. Calcd for CyqHs;N4020S,Cl>Pt
(1287.012): C, 41.06; H, 4.07; N, 4.35. Found: C, 40.61; H, 4.38; N, 4.26. MS: m/z:
1215.216 (weak, [M—2HCI+H]" calc 1215.219), 1237.204 (strong, [M—2HCI+Na]’,
calc 1237.201), 1253.177 (weak, [M—2HCI+K]" calc 1253.175).

18b

18b was produced using the same method as for 18a. 8b (50 mg, 0.090 mmol)
and K,[PtCl4] (18.7 mg, 0.045 mmol) with acetonitrile:water (10:1, 11 mL). Gave a
yellow powder of 18b (53.4 mg, 89%).

cis isomer: "H NMR: & 12.01 (s, 1H, HN2), 11.23 (d, 1H, Juaunz 9.7 Hz,
HN1), 8.41 (m, 2H, Hc), 8.29 (m, 1H, Hb), 5.94 (d, 1H, Jyy 2 8.2 Hz, H1), 5.44 (dd,
1H, Juza 9.0 Hz, Juzws 10.0 Hz, H3), 5.27 (t, 1H, H4), 4.85 (dt, 1H, H2), 4.36 (dd,
1H, Jusneb 3.9 Hz, Juganep 12.5 Hz, H6b), 4.19 (dd, 1H, Juswea 2.3 HZ, Jueanep 12.5
Hz, H6a), 3.94 (m, 1H, H5), 2.23, 2.15, 2.09, 2.08 (4s, 12H, 4 x OAc) ppm. *C
NMR: & 178.3 (C=S), 170.6, 170.6, 169.4, 169.1 (4 x C=0, acetyl), 166.1 (C=0,
amide), 151.4 (Ca), 135.1 (Cd), 130.4 (Cb), 129.6 (Cc), 92.0 (C1), 73.4 (C5), 72.2
(C3), 67.5 (C4), 61.7 (C6), 59.3 (C2), 21.2, 20.9, 20.8, 20.7 (4 x CH3) ppm. trans
isomer: "H NMR: 8 11.67 (s, 1H, HN2), 11.13 (d, 1H, Juzun1 9.7 Hz, HN1), 8.41 (m,
2H, Hc), 8.29 (m, 1H, Hb), 5.98 (d, 1H, Ju 42 8.1 Hz, H1), 5.41 (dd, 1H, Juz na 9.0 Hz,
Juzns 9.6 Hz, H3), 5.18 (t, 1H, H4), 4.70 (dt, 1H, H2), 4.34 (dd, 1H, Jus eb 4.6 Hz,
Jusaer 12.9 Hz, H6b), 4.16 (dd, 1H, Jusuea 2.3 Hz, Jusaner 12.9 Hz, H6a), 3.94 (m,
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1H, H5), 2.21, 2.14, 2.12, 2.09 (4s, 12H, 4 x OAc) ppm. *C NMR: & 178.9 (C=S),
170.9, 170.7, 169.5, 169.3 (4 x C=0, acetyl), 165.9 (C=0, amide), 151.3 (Ca), 135.4
(Cd), 130.0 (Cb), 124.5 (Cc), 92.1 (C1), 73.3 (C5), 72.3 (C3), 67.4 (C4), 61.5 (C6),
59.2 (C2), 21.2, 20.9, 20.9, 20.7 (4 x CH3) ppm. Anal. Calcd for C44Hs50N6024S,Cl,Pt
(1326.949): C, 38.38; H, 3.66; N, 6.10. Found: C, 38.53; H, 3.64; N, 6.14. MS: m/z:
1327.167 (100%, [M—2HCl+Na]", calc 1327.171), 1343.143 (38.7%, [M—=2HCI+K]*,
calc 1343.145), 1385.128 (6.4%, [M-2HCI+NaCl+Na]" calc 1385.129), 1401.103
(6.4%, [M-2HCI+NaCl+K]* calc 1401.103).

18c

18c was produced using the same method as for 18a. 8c (50 mg, 0.100 mmol)
and K,[PtCl4] (20.8 mg, 0.050 mmol) with acetonitrile:water (10:1, 11 mL). Gave

yellow powder of 18c (52.9 mg, 84%).

trans isomer *H NMR: 6 11.52 (s, 1H, HN2), 10.99 (d, 1H, Juz,un1 10.0 Hz,
HN1), 7.75 (dd, 1H, Juanc 0.7 Hz, Jyamp 1.7 Hz, Ha), 7.50 (dd, 1H, Jua e 0.7 Hz, Jup 1e
3.7 Hz, Hc), 6.60 (dd, 1H, Juaup 1.7 Hz, Jup ne 3.7 Hz, Hb), 5.95 (d, 1H, Jy1 142 8.4 Hz,
H1), 5.43 (dd, 1H, Jusna 9.1 Hz, Jua s 10.0 Hz, H3), 5.24 (t, 1H, H4), 4.81 (dt, 1H,
H2), 4.34 (dd, 1H, Jus eb 4.4 Hz, Jugapes 12.5 Hz, HEb), 4.15 (m, 1H, H6a), 3.91 (m,
1H, H5), 2.20, 2.13, 2.12, 2.06 (4s, 12H, 4 x OAc) ppm. *C NMR: & 178.9 (C=S),
170.9, 170.7, 169.7, 169.4 (4 x C=0, acetyl), 157.3 (C=0, amide), 148.5 (Ca), 148.5
(Cd), 120.8 (Cc), 113.6 (Cb), 91.9 (C1), 73.1 (C5), 72.2 (C3), 67.8 (C4), 61.6 (C6),
59.1 (C2), 21.2, 21.0, 20.9, 20.7 (4 x CH3) ppm. cis isomer "H NMR: & 11.58 (s, 1H,
HN2), 10.95 (d, 1H, Juz un1 10.0 Hz, HN1), 7.81 (dd, 1H, Jyapuc 0.7 Hz, Jua b 1.7 Hz,
Ha), 7.64 (dd, 1H, Juanc 0.7 Hz, Jup re 3.7 Hz, He), 6.59 (dd, 1H, Juamp 1.7 Hz, Jup e
3.6 Hz, Hb), 6.05 (d, 1H, Ju1,n2 8.5 Hz, H1), 5.55 (dd, 1H, Jus na 9.2 Hz, Ju2 43 10.3 Hz,
H3), 5.14 (t, 1H, H4), 4.69 (dt, 1H, H2), 4.31 (dd, 1H, Jus nep 4.5 Hz, Jueanep 12.4 Hz,
H6b), 4.15 (m, 1H, H6a), 3.91 (m, 1H, H5), 2.26, 2.15, 2.08, 2.06 (4s, 12H, 4 x OAc)
ppm. C NMR: & 177.9 (C=S), 171.0, 170.6, 169.7, 169.4 (4 x C=0, acetyl), 157.3
(C=0, amide), 149.7 (Ca), 149.2 (Cd), 121.3 (Cc), 113.6 (Cb), 92.1 (C1), 73.2 (C5),
72.4 (C3), 67.5 (C4), 61.7 (C6), 59.2 (C2), 21.3, 20.9, 20.9, 20.7 (4 x CH3) ppm.



Chapter Two — Sugar thioureas as neutral ligands 105

Anal. Calcd for C4oHagN40,,5,Cl,Pt (1266.937): C, 37.92; H, 3.82; N, 4.42. Found:
C, 37.81; H, 3.88; N, 4.54. MS: m/z: 1243.179 (weak, [M-2HCI+H]*, calc
1243.178), 1265.162 (strong, [M—2HCI+Na]", calc 1265.160).

18d

18d was produced using the same method as for 18a. 8d (50 mg, 0.097 mmol)
and K,[PtCl4] (19.9 mg, 0.048 mmol) with acetonitrile:water (10:1, 11 mL). Gave
yellow powder of 18d (58.4 mg, 94%).

trans isomer *H NMR: & 11.48 (s, 1H, HN2), 8.07 (m, 2H, Hc), 7.81 (m,
1H, Ha), 7.20 (m, 2H, Hb), 5.89 (d, 1H, Ju1,n2 8.4 Hz, H1), 5.38 (dd, 1H, Ju3 14 9.0 Hz,
Juans 10.0 Hz, H3), 5.24 (t, 1H, H4), 4.83 (dt, 1H, H2), 4.35 (dd, 1H, Jus ueb 4.3 Hz,
Jueamep 12.5 Hz, H6b), 4.16 (dd, 1H, Jusnea 2.4 Hz, Jusanen 12.5 Hz, H6a), 3.89 (m,
1H, H5), 2.20, 2.13, 2.12, 2.07 (4s, 12H, 4 x OAc) ppm. cis isomer 'H NMR: 6 11.69
(s, 1H, HN2), 11.15 (d, 1H, Juz w1 9.5 Hz, HN1), 8.17 (m, 2H, Hc), 7.84 (m, 1H, Ha),
7.15 (m, 2H, Hb), 5.96 (d, 1H, Jurn2 8.3 Hz, H1), 5.46 (dd, 1H, Juzna 9.0 Hz, Juz s
10.0 Hz, H3), 5.18 (t, 1H, H4), 4.73 (dt, 1H, H2), 4.34 (dd, 1H, Jus neb 4.9 Hz, Juea Heb
12.5 Hz, Héb), 4.16 (dd, 1H, Jusnea 2.4 Hz, Jusanep 12.5 Hz, H6a), 3.92 (ddd, 1H,
Jus,ea 2.4 Hz, Jys wep 4.9 Hz, Juans 9.7 Hz, H5), 2.24, 2.16, 2.09, 2.07 (4s, 12H, 4 x
OAc) ppm. Anal. Calcd for CyoHagN4020S4CloPt (1299.068): C, 36.98; H, 3.72; N,
4.31. Found: C, 37.13; H, 3.80; N, 4.46. MS: m/z: 1227.128 (weak, [M—2HCI+H]",
calc 1227.132), 1249.111 (medium, [M—-2HCI+Na]*, calc 1249.113), 1265.085
(strong, [M—-2HCI+K], calc 1265.087), 1285.084 (weak, [M-HCI+Na]® calc
1285.089), 1321.059 (weak, [M+Na]" calc 1321.065), 1337.034 (medium, [M+K]"
calc 1337.039).

19a

19a was made using the same method as for 18a, except the K;[PtCls] (30 mg,

0.0723 mmol) was stirred with NaBr (185.9 mg, 1.807 mmol, 25 M excess) for 1
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hour in acetonitrile and water (8:1, 9 mL) before the addition of 8a (73.8 mg,
0.145 mmol). Was worked up as above to give a yellow powder of 19a (85.5 mg,

86%).

trans isomer: "H NMR: & 11.23 (d, 1H, Jyzun1 10.0 Hz, HN1), 11.30 (s, 1H,
HN2), 8.11 (m, 2H, Hc), 7.66 (m, 1H, Ha), 7.54 (m, 2H, Hb), 5.93 (d, 1H, J1, 8.4 Hz,
H1), 5.41 (dd, 1H, Jus s 9.2 Hz, Jya s 10.1 Hz, H3), 5.26 (t, 1H, H4), 4.81 (dt, 1H,
J12 8.4 Hz, Jugping; Jnzms 10.0 Hz, H2), 4.35 (dd, 1H, Js 6 4.5 Hz , Jea 6 12.5 Hz, HEb),
4.17 (dd, 1H, Jsga 2.4 Hz, Jeaen 12.5 Hz, H6a), 3.91 (ddd, 1H, Jse, 2.4 Hz, Js 6, 4.5
Hz, Jss 9.8 Hz, H5), 2.21, 2.13, 2.13, 2.07 (4s, 12H, 4 x OAc) ppm. *C NMR: &
178.2 (C=S), 170.8, 170.7, 169.5, 169.4 (4 x C=0, acetyl), 167.1 (C=0, amide),
134.8 (Ca), 130.0 (Cd), 129.4 (Cb), 128.6 (Cc), 92.2 (C1), 73.3 (C5), 72.4 (C3), 67.6
(C4), 61.6 (C6), 59.3 (C2), 21.3, 21.0, 20.9, 20.7 (4 x CHs3) ppm. cis isomer: 'H
NMR: & 11.49 (s, 1H, HN2), 11.31 (d, 1H, Juzun: 10.0 Hz, HN1), 8.22 (m, 2H, Hc),
7.66 (m, 1H, Ha), 7.57 (m, 2H, Hb), 5.94 (d, 1H, J; , 8.4 Hz, H1), 5.43 (dd, 1H, Jus na
9.1 Hz, Jyn3 10.2 Hz, H3), 5.12 (t, 1H, H4), 4.67 (dt, 1H, J1 2 8.4 Hz, Juzun1; Jhzns
10.1 Hz, H2), 4.31 (dd, 1H, Jse, 4.8 Hz , Jeaeb 12.4 Hz, HEb), 4.13 (dd, 1H, Js6, 2.4
Hz, Jeasb 12.4 Hz, H6a), 3.91 (ddd, 1H, Jsea 2.4 Hz, Jse, 4.8 Hz, Jss 9.7 Hz, H5),
2.23, 2.17, 2.07, 2.06 (4s, 12H, 4 x OAc) ppm. 3C NMR: & 177.5 (C=S), 170.7,
170.6, 169.4, 169.3 (4 x C=0, acetyl), 167.3 (C=0, amide), 135.0 (Ca), 129.6 (Cd),
129.6 (Cb), 128.9 (Cc), 92.0 (C1), 73.2 (C5), 72.4 (C3), 67.6 (C4), 61.7 (C6), 59.4
(C2), 21.2, 20.9, 20.8, 20.7 (4 x CH3) ppm. Anal. Calcd for C44Hs5:N40,0S,Br,Pt
(1375.914): C, 38.41; H, 3.81; N, 4.07. Found: C, 38.89; H, 3.95; N, 4.20. MS: m/z:
1215.217 (weak, [M—=2HBr+H]" calc 1215.219), 1237.205 (strong, [M—2HBr+Nal’,
calc 1237.201), 1253.177.

20a

20a was made using the same method as for 19a, K;[PtCl;] (30 mg, 0.072 mmol)
and Nal (270.8 mg, 1.86 mmol, 25 M excess) in acetonitrile and water (8:1, 9 mL),
followed by 8a (73.8 mg, 0.145 mmol) and worked up as above to give 20a (83.1
mg, 79%).
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trans isomer: *H NMR: & 11.02 (d, 1H, Jua,una 9.7 Hz, HN1), 10.92 (s, 1H,
HN2), 8.08 (m, 2H, Hc), 7.67 (m, 1H, Ha), 7.57 (m, 2H, Hb), 6.07 (d, 1H, Jy1 > 8.6
Hz, H1), 5.58 (dd, 1H, Ju3na 9.2 Hz, Jyz 43 10.3 Hz, H3), 5.28 (t, 1H, H4), 4.82 (dt,
1H, H2), 4.38 (dd, 1H, Jus neb 4.5 Hz, Jueaneb 12.5 Hz, H6b), 4.18 (dd, 1H, Jus nea 2.3
Hz, Juganeb 12.5 Hz, H6a), 3.94 (ddd, 1H, Jus nea 2.3 Hz, Jus nep 4.5 Hz, Juans 10.0 Hz,
H5), 2.27, 2.18, 2.13, 2.08 (4s, 12H, 4 x OAc) ppm. *C NMR: § 176.5 (C=S), 171.2,
170.7, 169.8, 169.5 (4 x C=0, acetyl), 166.3 (C=0, amide), 134.8 (Ca), 129.7 (Cd),
129.6 (Cb), 128.5 (Cc), 92.2 (C1), 73.1 (C5), 72.3 (C3), 67.9 (C4), 61.6 (C6), 59.6
(C2), 21.4, 21.2, 20.9, 20.7 (4 x CH3) ppm. cis isomer: 'H NMR: 6 11.80 (d, 1H,
Juzun1 10.0 Hz, HN1), 8.28 (m, 2H, Hc), 7.67 (m, 1H, Ha), 7.57 (m, 2H, Hb), 6.05 (d,
1H, Ju1,u2 8.3 Hz, H1), 5.56 (dd, 1H, Juzna 9.1 Hz, Juzns 10.3 Hz, H3), 5.22 (t, 1H,
H4), 4.66 (dt, 1H, H2), 4.31 (dd, 1H, Jys neb 4.6 Hz, Juearen 13.0 Hz, H6b), 4.16 (dd,
1H, Jusnea 2.2 Hz, Jugamen 12.4 Hz, H6a), 3.89 (m, 1H, H5), 2.22, 2.14, 2.12, 2.07
(4s, 12H, 4 x OAc) ppm. 13C NMR: 6 175.5 (C=S), 171.0, 170.7, 169.6, 169.5 (4 x
C=0, acetyl), 166.0 (C=0, amide), 135.1 (Ca), 129.9 (Cd), 129.7 (Cb), 128.7 (Cc),
92.0 (C1), 73.1 (C5), 72.3 (C3), 67.8 (C4), 61.6 (C6), 59.8 (C2), 21.3, 21.1, 20.8,
20.7 (4 x CHs) ppm. Anal. Calcd for CgsHsaN4040S,15Pt (1469.915): C, 35.95; H,
3.57; N 3.81,. Found: C, 36.21; H, 3.67; N, 3.89. MS: m/z: 1215.214 (weak, [M-
2HI+H]" calc 1215.219), 1237.202 (strong, [M—2HI+Na]", calc 1237.201), 1253.178
(weak, [M=2HI+K]" calc 1253.175).

21a

8a (300 mg, 0.588 mmol) and HgCl, (79.7 mg, 0.294 mmol) were dissolved in a
mixture of acetone and ethanol (1:1, 15 mL) and stirred for three hours. The
solvent was removed under vacuum and the residue dissolved in CH,Cl, and

filtered through Celite. Addition of petroleum spirits gave 21a (365.3 mg, 96%).

'H NMR: 6 12.00 (d, 1H, Juznu 9.6 Hz, HN1), 10.65 (s, 1H, HN2), 8.12 (m,
2H, Hc), 7.63 (m, 1H, Ha), 7.48 (m, 2H, Hb), 5.90 (d, 1H, J; » 8.2 Hz, H1), 5.37 (dd,
1H, Jz 1a 8.9 Hz, Sz s 9.9 Hz, H3), 5.21 (t, 1H, H4), 4.98 (m, 1H, H2), 4.34 (dd, 1H,
Jseb 4.6 Hz , Jga 60 12.5 Hz, H6b), 4.17 (dd, 1H, Js 6 2.4 Hz, Jeagp 12.5 Hz, H6a), 3.92
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(ddd, 1H, Js 62 2.5 Hz, Js,6 4.6 Hz, J3 5 9.5 Hz, H5), 2.18, 2.11, 2.10, 2.07 (4s, 12H, 4
x OAc) ppm. *C NMR: 6 181.2 (C=S), 170.7, 170.5, 169.4, 169.2 (4 x C=0, acetyl),
169.6 (C=0, amide), 134.8 (Ca), 130.1 (Cd), 129.5 (Cc), 129.0 (Cb), 92.0 (C1), 73.3
(C5), 72.0 (C3), 67.5 (C4), 61.6 (C6), 59.0 (C2), 21.2, 20.9, 20.9, 20.7 (4 x CHs)
ppm. Anal. Calcd for CaqHsoN40205,ClHg (1292.52): C, 40.89; H, 4.06; N, 4.33.
Found: C, 41.09; H, 4.08; N, 4.24. MS: m/z: 1221.221 (weak, [M—2HCI+H]" calc
1221.224), 1243.201 (weak, [M—2HCl+Na]*, calc 1243.206).

22a

22a was made using the same method as for 21a, 8a (100 mg, 0.196 mmol) and

HgBr, (35.3 mg, 0.098 mmol) worked up to give 22a (125.0 mg, 92%).

'"H NMR: &6 11.43 (d, 1H, Juznu 9.5 Hz, HN1), 9.58 (s, 1H, HN2), 7.98 (m,
2H, Hc), 7.65 (m, 1H, Ha), 7.52 (m, 2H, Hb), 5.91 (d, 1H, J;, 8.2 Hz, H1), 5.36 (dd,
1H, Juz na 8.9 Hz, Jypns 9.8 Hz, H3), 5.21 (t, 1H, H4), 4.98 (m, 1H, H2), 4.33 (dd, 1H,
Js,60 4.6 Hz , Jga b 12.4 Hz, HED), 4.17 (dd, 1H, Js6a 2.5 Hz, Jeap 12.4 Hz, H6a), 3.91
(ddd, 1H, Js6a 2.5 Hz, J5 61, 4.6 Hz, J4 5 9.4 Hz, H5), 2.15, 2.11, 2.08, 2.07 (4s, 12H, 4
x OAc) ppm. *C NMR: 6 181.6 (C=S), 170.8, 170.5, 169.4, 169.2 (4 x C=0, acetyl),
167.9 (C=0, amide), 134.5 (Ca), 130.6 (Cd), 129.2 (Cb), 128.6 (Cc), 92.2 (C1), 73.2
(C5), 72.2 (C3), 67.5 (C4), 61.7 (C6), 58.4 (C2), 21.2, 20.9, 20.9, 20.7 (4 x CHs)
ppm. Anal. Calcd for Cs4Hs5,N40,0S,BroHg (1381.426): C, 38.26; H, 3.79; N, 4.06.
Found: C, 38.43; H, 3.94; N, 3.91. MS: m/z: 1301.147 (medium, [M-Br], calc
1301.149).

21f

21f was made using the same method as for 21a, 8f (150 mg, 0.311 mmol) and
HgCl, (42.1 mg, 0.155 mmol) worked up to give 21f (191 mg, 99%).



Chapter Two — Sugar thioureas as neutral ligands 109

'H NMR: & 10.87 (bs, 1H, HN2), 7.45 (m, 2H, Hb), 7.39 (m, 1H, Ha), 7.26
(m, 2H, Hc), 6.39 (bs, 1H, HN1), 5.63 (d, 1H, J1,, 8.5 Hz, H1), 5.17 (m, 1H, H4),
5.09 (m, 1H, H3), 4.79 (bm, 1H, H2), 4.22 (dd, 1H, Js g, 4.6 Hz, Jea e, 12.5 Hz, HEb),
4.08 (dd, 1H, Jsg, 2.1 Hz, Jeae 12.5 Hz, H6a), 3.74 (m, 1H, H5), 2.22, 2.12, 2.07,
1.99 (4s, 12H, 4 x OAc) ppm. *C NMR: 6 176.8 (C=S), 171.3, 170.7, 169.7, 169.3
(4 x C=0), 133.8 (Cd), 130.6 (Cb), 129.4 (Ca), 126.5 (Cc), 92.1 (C1), 73.0 (C5), 72.0
(C3), 67.7 (C4), 61.6 (C6), 58.9 (C2), 21.2, 21.0, 20.8, 20.6 (4 x CHs) ppm. Anal.
Calcd for CsoHsoN40155,ClHg (1236.504): C, 40.80; H, 4.24; N, 4.53. Found: C,
40.72; H, 4.36; N, 4.26.

22f

22f was made using the same method as for 21a, 8f (150 mg, 0.311 mmol) and
HgBr, (56.0 mg, 0.155 mmol) worked up to give 22f (194.5 mg, 95%).

'H NMR: 6 9.95 (bs, 1H, HN2), 7.51 (m, 2H, Hb), 7.44 (m, 1H, Ha), 7.29
(m, 2H, Hc), 6.06 (bs, 1H, HN1), 5.62 (d, 1H, J1,, 8.4 Hz, H1), 5.17 (m, 1H, H4),
5.01 (t, 1H, H3), 4.82 (bm, 1H, H2), 4.26 (dd, 1H, Js e 4.5 Hz, Jeao 12.7 Hz, H6b),
4.12 (dd, 1H, Jsg, 2.4 Hz, Jeaep 12.7 Hz, H6a), 3.72 (m, 1H, H5), 2.24, 2.15, 2.10,
2.01 (4s, 12H, 4 x OAc) ppm. **C NMR: § 1767.5 (C=S), 171.3, 170.7, 169.7, 169.2
(4 x C=0), 133.6 (Cd), 130.7 (Cb), 129.6 (Ca), 126.7 (Cc), 92.3 (C1), 73.2 (C5), 72.1
(C3), 67.5 (C4), 61.6 (C6), 58.8 (C2), 21.4, 21.1, 20.8, 20.6 (4 x CH3) ppm. Anal.
Calcd for Cy4aHsaN40155,BroHg (1325.406): C, 38.06; H, 3.95; N, 4.23. Found: C,
38.03; H, 4.07; N, 3.97.

23a

8a (100 mg, 0.196 mmol) and (THT)AuCl (62.8 mg, 0.196 mmol) were dissolved in
CH,Cl, (10 mL) under nitrogen and stirred overnight protected from light. The
solvent was removed under vacuum and pumped for 2 hours, no further

precautions were taken to exclude oxygen. The residue was taken up in CH,Cl,,
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filtered through Celite, petroleum spirits were added to isolate a white solid of

23a (104.1 mg, 72%).

'H NMR: & 11.20 (d, 1H, Juzn: 10.0 Hz, HN1), 10.29 (s, 1H, HN2), 7.76
(m, 2H, Hc), 7.70 (m, 1H, Ha), 7.56 (m, 2H, Hb), 6.07 (d, 1H, Ju1 42 8.3 Hz, H1), 5.56
(dd, 1H, Jusna 9.1 Hz, Juans 10.1 Hz, H3), 5.23 (dd, 1H, Juzna 9.1 Hz, Juans 9.9 Hz,
H4), 4.65 (dt, 1H, H2), 4.35 (dd, 1H, Jus eb 4.5 Hz, Jugarer 12.5 Hz, H6b), 4.17 (dd,
1H, Jus vea 2.4 HZ, Jueanen 12.5 Hz, H6a), 3.93 (ddd, 1H, Jus nea 2.4 HZ, Jusnep 4.5 Hz,
Juaps 9.9 Hz, H5), 2.21, 2.12, 2.09, 2.07 (4s, 12H, 4 x OAc) ppm. *C NMR: § 179.6
(C=S), 170.9, 170.7, 169.7, 169.4 (4 x C=0, acetyl), 166.2 (C=0, amide), 135.7
(Ca), 130.1 (Cb), 128.6 (Cd), 128.0 (Cc), 91.8 (C1), 73.2 (C5), 72.2 (C3), 67.6 (C4),
61.5 (C6), 60.5 (C2), 21.2, 20.9, 20.8, 20.7 (4 x CHs) ppm.

23b

The same method was used as for 23a, 8b (100 mg, 0.180 mmol), (THT)AuCl
(57.7 mg, 0.180 mmol) and CH,Cl, (10 mL) under nitrogen overnight. Worked up
to give a pale yellow solid 23b (121.7 mg, 86%).

'H NMR: 6 11.08 (d, 1H, Juz vz 9.6 Hz, HN1), 10.55 (s, 1H, HN2), 8.30 (m,
2H, Hb), 8.09 (m, 2H, Hc), 6.00 (d, 1H, Ju1 42 8.2 Hz, H1), 5.46 (dd, 1H, Juz 14 8.9 Hz,
Juanz 9.8 Hz, H3), 5.21 (dd, 1H, Juz s 8.9 Hz, Juans 9.6 Hz, H4), 4.81 (dt, 1H, H2),
4.33 (dd, 1H, Jusnep 4.7 Hz, Juganep 12.5 Hz, H6b), 4.16 (dd, 1H, Jus e 2.6 Hz,
Jugareb 12.5 Hz, H6a), 3.95 (ddd, 1H, Jusuea 2.6 Hz, Jus neb 4.7 Hz, Jua s 9.6 Hz, H5),
2.17, 2.09, 2.08, 2.06 (4s, 12H, 4 x OAc) ppm. *C NMR: & 180.2 (C=S), 170.7,
170.6, 169.4, 169.2 (4 x C=0, acetyl), 165.4 (C=0, amide), 151.2 (Ca), 135.3 (Cd),
129.9 (Cc), 124.3 (Cb), 91.9 (C1), 73.1 (C5), 72.0 (C3), 67.5 (C4), 61.6 (C6), 59.5
(C2), 21.2, 20.9, 20.8, 20.7 (4 x CHs) ppm.
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23c

The same method was used as for 23a, 8c (120 mg, 0.240 mmol), (THT)AucCl (76.9
mg, 0.240 mmol) and CH,Cl, (10 mL) under nitrogen overnight. Worked up to
give a white solid 23c (137.9 mg, 78%).

'H NMR: 6 10.75 (d, 1H, Juz un: 9.8 Hz, HN1), 9.82 (s, 1H, HN2), 7.61 (dd,
1H, 0.8 Hz, Juanc; 1.7 Hz, Juamp, Ha), 7.43 (dd, 1H, 0.8 Hz, Jyanc; 3.7 Hz, Ju e, HC),
6.68 (dd, 1H, 1.7 Hz, Jubc; 3.7 Hz, Juapb, Hb), 6.04 (d, 1H, Juz w2 8.4 Hz, H1), 5.51
(dd, 1H, Juzna 9.1 Hz, Juz 43 10.0 Hz, H3), 5.21 (dd, 1H, Juzna 9.1 Hz, Jugns 9.8 Hz,
H4), 4.78 (dt, 1H, H2), 4.33 (dd, 1H, Jus neb 4.5 Hz, Juganen 12.5 Hz, H6b), 4.15 (dd,
1H, Jus vea 2.4 Hz, Jueanen 12.5 Hz, H6a), 3.91 (ddd, 1H, Jus nea 2.4 Hz, Jusnes 4.5 Hz,
Juans 9.8 Hz, H5), 2.17, 2.10, 2.06, 2.05 (4s, 12H, 4 x OAc) ppm. >C NMR: & 180.1
(C=S), 170.9, 170.7, 169.7, 169.4 (4 x C=0, acetyl), 156.0 (C=0, amide), 148.0
(Ca), 143.7 (Cd), 120.9 (Cc), 114.3 (Cc), 91.9 (C1), 73.1 (C5), 72.3 (C3), 67.6 (C4),
61.6 (C6), 59.7 (C2), 21.2, 20.8 x 2, 20.7 (4 x CHs) ppm.

23d

The same method was used as for 23a, 8d (120 mg, 0.232 mmol), (THT)AuCl
(74.5 mg, 0.232 mmol) and CH,Cl; (10 mL) under nitrogen overnight. Worked up
to give a white solid 23d (143.2 mg, 82%).

'H NMR: 6 10.78 (d, 1H, Juzunz 10.1 Hz, HN1), 10.05 (s, 1H, HN2), 7.92
(dd, 1H, 1.1 Hz, Jyapc; 5.0 Hz, Juamp, Ha), 7.30 (dd, 1H, 1.1 Hz, Juapc; 4.0 Hz, Juppe,
Hc), 7.07 (dd, 1H, 4.0 Hz, Jupuc; 5.0 Hz, Japn, Hb), 6.21 (d, 1H, Jyr o 8.4 Hz, H1),
5.71 (dd, 1H, Juz s 9.2 Hz, Juzus 10.1 Hz, H3), 5.22 (dd, 1H, Jusna 9.2 Hz, Juaps 10.0
Hz, H4), 4.64 (dt, 1H, H2), 4.35 (dd, 1H, Jus nep 4.4 Hz, Juganes 12.5 Hz, HEb), 4.17
(dd, 1H, Jus s 2.4 Hz, Jyearep 12.5 Hz, H6a), 3.93 (ddd, 1H, Jus rea 2.4 Hz, Jus nep 4.4
Hz, Juans 10.0 Hz, H5), 2.23, 2.11, 2.10, 2.07 (4s, 12H, 4 x OAc) ppm. *C NMR: &
178.8 (C=S), 171.3, 170.7, 170.4, 169.4 (4 x C=0, acetyl), 160.2 (C=0, amide),
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138.2 (Ca), 133.6 (Cd), 132.1 (Cc), 129.8 (Cb), 91.6 (C1), 73.1 (C5), 72.2 (C3), 67.8
(C4), 61.5 (C6), 60.8 (C2), 21.3, 21.0, 20.8, 20.7 (4 x CH3) ppm.

24a

The same method was used as for 23a except with a 2 molar equivalent of
thiourea. 8a (100 mg, 0.196 mmol), (THT)AuCl (31.4 mg, 0.098 mmol) and CH,Cl,
(10 mL) under nitrogen overnight. Worked up to give a white solid 24a (84.7 mg,
71%).

"H NMR: 6 11.12 (d, 1H, Juzunz 9.7 Hz, HN1), 9.76 (s, 1H, HN2), 7.82 (m,
2H, Hc), 7.67 (m, 1H, Ha), 7.54 (m, 2H, Hb), 5.99 (d, 1H, Ju1 42 8.3 Hz, H1), 5.45
(dd, 1H, Juzpa 9.0 Hz, Jyzps 9.9 Hz, H3), 5.23 (t, 1H, H4), 4.83 (dt, 1H, H2), 4.34
(dd, 1H, Jusep 4.6 Hz, Juganep 12.4 Hz, H6b), 4.17 (dd, 1H, Jusea 2.5 HZ, Jugaeb
12.5 Hz, H6a), 3.92 (ddd, 1H, Jusea 2.5 Hz, Jus neb 4.6 Hz, Juaps 9.6 Hz, H5), 2.17,
2.11, 2.08, 2.07 (4s, 12H, 4 x OAc) ppm. >C NMR: & 180.7 (C=S), 170.7, 170.6,
169.4, 169.4 (4 x C=0, acetyl), 166.4 (C=0, amide), 135.0 (Ca), 129.8 (Cd), 129.7
(Cb), 127.9 (Cc), 92.1 (C1), 73.2 (C5), 72.3 (C3), 67.6 (C4), 61.6 (C6), 59.4 (C2),
21.2, 20.9, 20.8, 20.7 (4 x CH3) ppm. Anal. Calcd for Cy4Hs,N,0,0S,CIAU
(1253.448): C, 42.16; H, 4.18; N, 4.47. Found: C, 42.34; H, 4.37; N, 4.02.
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Chapter Three

Sugar thioureas as anionic ligands

3.1 Thioureas as anionic ligands

The presence of at least one proton on a nitrogen of a thiourea allows it to be
deprotonated and act as an anionic ligand. As mentioned on page 17, N,N-di-
alkyl-N"-benzoyl thioureas generally prefer to act as bidentate monoanions
through the sulfur and oxygen atoms and have been widely studied. Much less is

known about N-alkyl-N’-benzoyl thioureas as monoanionic ligands.

3.1.1 Sugar thioureas as anionic ligands

As with the neutral complexes discussed in Chapter 2, while work has been done
on thioureas in general as anionic ligands little research has been using sugar
thioureas. The first example was reported by Zinner et al in 1970, where they
took a sugar with a cyclic thiourea and formed a complex to mercury(ll), Figure
3.1, giving a four-membered ring with N,S coordination [1]. More recently N-
glucopyranosyl-N-acetyl-N"-phenyl-thiourea was reacted with HgO to make the
mercury(ll) complex shown in Figure 3.1 with the thiourea acting as an anionic

ligand with a six-membered ring with O,S coordination [2].
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Figure 3.1 Known sugar thioureas as anionic ligands: A) [2]; B) [1].
3.1.2 Sugar thioureas tested as anionic ligands

As well as the acyl thioureas 8a-e from the previous chapter, another sugar
thiourea was used. Previously the analogue of the non-acyl thiourea 8f with the
thiourea on C1 instead of C2, was reacted with acetic anhydride and pyridine to
acylate N2 [2]. This reaction was tried for 8f and produced the new thiourea 8g,
Scheme 3.1. To see if the isomer with the acetate on N1 could be made, N-
acetyl-1,3,4,6-tetra-O-acetyl-D-B-glucosamine [3] was reacted with phenyl
isothiocyanate in CH,Cl,, Scheme 3.1. Unfortunately no reaction was observed,
even after refluxing for 16 hours. It was thought that the electron withdrawing

acetate group hindered the reaction.
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Scheme 3.1 Reaction scheme for N-alkyl-N"-acetyl-N’-phenyl thioureas.

The 'H NMR spectrum of 8g, Figure 3.2, showed that there was an internal
hydrogen-bond as with other acyl thioureas by the large downfield position of
HN1, even further than 8a. NH2 was no longer present. As discussed in Chapter
Two with the six-membered thiourea ring the coupling constant of HN1 can give
information about the conformation. For 8g it is 8.9 Hz suggesting that the
thiourea has the same ZE,Z-anti conformation seen for the acyl thioureas in
Chapter Two. 8g was of interest since its C1 analogue formed one of the

complexes shown in Figure 3.1.

A)
H1 H2,H4
Héb Hea
H3
HN1 | H5
B)
H3 H4
HNA1 HN2 H&b Hea
T T T T T T T T
11 10 9 3 7 6 5 pEn

Figure 3.2 Portion of the 'H NMR spectrum comparing; A) 8g; B) 8a.
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3.2 Reaction of thioureas with [Cp*RhCl:]:

[Cp*RhCl,]; and 8a were stirred in a mixture of acetonitrile and water with a 1.2
molar excess of NaOAc. After removal of the solvent, the residue was dissolved
in CH,Cl, and filtered through Celite; addition of petroleum spirits gave a bright
orange powder of 25a. ESI-MS showed a number of ions consistent with the
thiourea acting as an anionic chelating ligand forming a complex of the form
[(8a—H)RhCp*Cl]. The main ion in the ESI-MS was [M—CI]", with much weaker
ions from [M=HCI+Na]’, [M+Na]®, [2M—CI]*, [2M+Na]* and [2M+K]". 25a did show
very weak molecular ions unlike the neutral complexes which generally only
showed ions from the loss of one or two HCl molecules with no molecular ions
observed. 25a had essentially already lost one HCI which was why molecular ions

were seen.

Since Cp* rhodium(lll) has pseudo-tetrahedral geometry it was expected that if
8a was bonding as a bidentate ligand the product, 25a, would be chiral. The *H
and C NMR spectra confirmed two diastereoisomers showing two non-
equivalent NMR environments of equal intensity. While the thiourea ligand
showed two sets of signals, there was only one Cp* signal observed; this
indicates that the NMR cannot distinguish between the two diastereoisomers of
the Cp* ring. Part of the reason for investigating sugar ligands was for their use
as chiral catalysts. Unfortunately in this case the carbohydrate group did not
induce any apparent selectivity between the two diastereoisomers. Since
complexes of this type can epimerise by loss of the chloride [4], if one isomer
was to be preferred it would be expected that upon standing in solution the ratio
of the two diastereoisomers would change. Recrystallisation of 25a would be
hindered by the interconversion between the two diastereoisomers so it is

unsurprising that attempts to recrystallise 25a failed.
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There are three possible ways that the sugar acyl thioureas could bond as
bidentate anionic ligands to a metal centre, Figure 3.3. The first two ways are
through the sulfur and nitrogen atoms, or N,S bonding. This could either involve
the amide nitrogen, class |, or the other nitrogen, class Il. The bonding could also
occur through the sulfur and oxygen atom, or O,S bonding, class Ill. Class | is the
only one to retain the internal hydrogen-bond. The 'H NMR spectrum was

investigated to try and determine how the thiourea was bonding.

Class | Class Il Class lll
R R3 R4
/H ? \M/ R3\M/R4
R— R PN
1 >— 2 R1_N/ >s S 0

1 1
N | |
—N Qv 1 1
r L J
1 R4 N
! | \( \N N Ry
s—|\|/|—R3

Figure 3.3 Three classes of bonding acyl thioureas can have as bidentate anionic

ligands to a metal centre.

The 'H NMR spectrum showed only one N-H signal suggesting that the thiourea
was indeed bonding as a monoanionic ligand. The N-H signal was a doublet
showing that it was the HN1 rather than the HN2 proton that was still present,
which precludes class Il bonding. The HN1 protons were still far downfield (11.06
and 11.00 ppm) indicating the intramolecular hydrogen-bond was still present,
providing strong evidence that the thiourea is bonding as a class | ligand, as

shown in Figure 3.4.
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Figure 3.4 Complex R,S-25a with 8a acting as a monoanionic bidentate ligand and the
NMR labelling scheme.

As with the neutral thiourea the protonated thiourea still has the six-membered
ring which prevents rotation around the N1-C15 bond. This means only rotation
around the C2—N1 bond can occur. Since no X-ray quality crystals could be grown
the only way to determine the orientation was through the coupling constants of
HN1l. The coupling constants were 10.3 and 10.2 Hz for the two
diastereoisomers. This indicates that H2 and HN1 are anti to each other and that
the thiourea has a Z,E,Z-anti conformation. While this isn’t definitive proof, this
orientation is seen for other thioureas with a secondary carbon on N1. There are
only two structures of thioureas with a secondary carbon on N1 that show class |
bonding; the N-isopropyl-N'-phosphoryl thiourea shown in Figure 3.5 forms

complexes with Ni [5] and Pd [6] and has the Z,E,Z-anti conformation.
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Figure 3.5 Z,E,Z-anti conformation seen for thioureas with a secondary carbon on N1;

Ni [5]; Pd [6].

While some of the signals could be assigned as belonging to one of the two
diastereoisomers others could not be and could only be identified as belonging
to either diastereoisomer. For example the H1 and HN1 signals could be paired
to each other, so that the isomer with an H1 signal at 5.78 ppm has the HN1
signal at 11.00 ppm and was called 25a, while the isomer with an H1 signal at
5.60 ppm has the HN1 signal at 11.06 ppm and was called 25a°’. For an example
of indistinguishable signals, in the aromatic region there is major overlap and the

signal at 8.40 ppm can only be assigned as an overlap of Hc and Hc'.

Figure 3.6 shows the aromatic and N-H region of the 'H NMR spectrum
comparing 25a to 8a. The HN1 proton has moved downfield slightly. Of the
aromatic signals Hc has shifted 0.58 ppm downfield, while Ha and Hb moved
upfield. These are bigger changes as compared to 9a where the thiourea is a
neutral monodentate ligand to rhodium(lll). This was expected as the thiourea
portion has undergone a major change in its electron distribution on

coordination.
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Figure 3.6 N-H and aromatic portion of the '"H NMR spectrum comparing; A) 25a; B)

8a.

Figure 3.7 shows the sugar portion of the *H NMR spectrum comparing 25a and
8a. For the sugar region all of the signals have been shifted upfield, especially the
signals closest to the thiourea (H1, H2, H3 and H4). H2 has shifted the most

moving 0.70 ppm.
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H4' H3 H4
\ / H6L  H&a,H6a"
\ / H2H2' | Héb
H3 |
M MA M/ H5 HS'
]
i LA, LT
B)
HA H3 H4 H2
H6b  Héa HS
J“'JJUU\L arnd JLM‘
I T T I T T T T T T T I T T T T T I T
5.8 5.6 5.4 5.2 5.0 4.8 4.6 4.4 4.2 4.0 pRn

Figure 3.7 Sugar portion of the "H NMR spectrum comparing; A) 25a; B) 8a.
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The *C NMR spectrum of 25a also shows the two diastereoisomers that form. As
with the *H NMR spectra many of the signals cannot be assigned to a specific
diastereoisomer but can only be identified as belonging to either. In the HSQC
experiment there is much less resolution in the carbon dimension than the
proton. Only if there is a large difference in proton chemical shifts could two
close carbon signals be distinguished. Only the H1 signals have a large enough

separation to allow the two C1 signals to be assigned to each isomer.

Figure 3.8 shows the carbonyl and aromatic portion of the *C NMR spectrum
comparing 25a with 8a. Both the C=S and amide carbonyl signals have been
shifted downfield. The two diastereoisomers of C=S have moved 8.7 and 8.5
ppm, while for the amide carbonyl it is 10.1 and 10.0 ppm. The aromatic signals
have also been shifted with Cd moving downfield and Ca upfield, while Cc and Cb
have swapped positions. The carbons closest to the sulfur (C=S, amide carbonyl
and Cd) have shifted the most. As with the *H NMR spectrum the shifts are much

greater than for 9a.

Cec

C=5 C=0, Amide J
" i ll“ N ot I\ ..

CbCo
Ca
C=5 C=0. Amide L cd
T T L R B B I T T T T T ] R R
190 185 130 175 170 165 160 155 150 145 140 135 pem
. . . 1 .
Figure 3.8 Carbonyl and aromatic portion of the *c NMR spectrum comparing; A) 25a;

B) 8a.
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Figure 3.9 shows the sugar portion of the *C NMR spectrum comparing 25a with
8a. For the sugar signals there is little change in chemical shift except C2 which
has moved upfield 1.5 ppm. The *C NMR signals for Cp* like the 'H signal show
no sign of the two diastereocisomers. The quaternary carbons of Cp* show

splitting from coupling to the rhodium atom of 8.1 Hz.

Cp* C1 C5 C3 c4 o] c2
CH c4 ce cz
cs| |c3
T T T T T T T 1
20 85 80 75 70 65 60 e
Figure 3.9 Sugar portion of the >C NMR spectrum comparing; A) 25a; B) 8a.

The acyl thioureas 8b and 8d also react with [Cp*RhCl;], to produce similar
products, Figure 3.10 shows the complex 25d. ESI-MS of both complexes only
showed the [M—CI]" ion. Table 3.1 shows selected chemical shifts and coupling
constants from the NMR spectra of the complexes 25a, 25b and 25d and the

thioureas.

S—RhN A CI
L
Y
OAc 0 OAc /
N\ |
OAc H----0 S

Figure 3.10 Complex R,S-25d with 8d acting as a monoanionic bidentate ligand.
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HN1 Hc H2 C=S Cc=0, c2
amide

8a 10.92,9.2 Hz 7.82 5.08 182.0 166.5 57.9
25a 11.00, 10.2 Hz 8.40, 4.38, 190.7, 176.6, 56.4,
11.06, 10.3 Hz 8.40 4.38 190.5 176.5 56.4

'8 10.71,94Hz 804 506 1813 1645 580
25b 10.96, 10.4 Hz 8.64 4.43, 191.1, 174.4, 56.7,
10.92, 10.1 Hz 4.48 190.9 174.3 56.6

'8d  10.62,95Hz 755 506 1815 160.5 ! 57.8
25d 10.64,7.0 Hz 8.90 5.40 189.7, 170.1, 56.2,
10.61, 6.9 Hz 189.7 169.9 56.2

Table 3.1 Selected chemical shifts and coupling constants from the NMR spectra of the

complexes 25a, 25b and 25d and the thioureas.

The 'H NMR spectrum shows the same features as 25a and the signals have
shifted in the same manner. Firstly two diastereocisomers have been formed in
approximately equal concentrations, again showing no selectivity has been
induced by the chiral ligand. The HN1 proton is still present and far downfield
indicating that the intramolecular hydrogen-bond is still present. This shows that
the thioureas are bonding as class | anionic ligands, with four-membered N,S
chelation. The coupling constants for HN1 suggest the Z,E,Z-anti conformation
for the thiourea. The 'H NMR aromatic signals for 25b and 25d show similar
shifts with Hc moving downfield, Figure 3.11 for a comparison of the aromatic
region of the 'H NMR spectrum of 25d with 8d. The *C NMR spectrum is also
similar to 25a with the C=S and amide carbonyl carbons moving downfield, and

C2 shifting upfield.
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Figure 3.11 Aromatic portion of the 'H NMR spectrum comparing; A) 25d: B) 8d.

As seen in Figure 3.7 there was severe overlap of some of the signals from the
two diastereoisomers. Using a SELTOCSY the signals belonging to each isomer

could be isolated, Figure 3.12 for an example SELTOCSY of 25a.
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Figure 3.12 Comparison of a portion of the SELTOSCY and 'H NMR spectra for 25a; A)

SELTOCSY with irradiation of the 5.78 ppm H1 signal, mixing time of 150
milliseconds; B) SELTOCSY with irradiation of the 5.60 ppm H1 signal, mixing
time of 150 milliseconds; C) Standard *H NMR spectrum.

To see how labile the remaining N-H proton was, DBU was added to an NMR

tube containing the complex 25a in CDCl;. While the N-H proton disappeared

the rest of the spectrum had become very complex with very broad signals and

nothing could be determined from it.

There are only a small number of complexes to Cp*Rh(lll) involving anionic

thioureas in the literature, Figure 3.13. These only involve non-acyl thioureas.

The first has the thiourea acting as dianionic bridging ligand for a dinuclear metal

complex, which was made by directly reacting [Cp*RhCl,], with a thiourea and a

base [7]. Indirect methods have been used, for example phenyl isothiocyanate

undergoes an insertion reaction into [Cp*RhCl(Tol-N-CH=NTol)] to produce an

N,S bonding thiourea [8], Figure 3.13.
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Figure 3.13 Different complexes of anionic thioureas with Cp*Rh(Ill); A) [7]; B) [8].

Since 8g only has one N-H proton to lose, when it forms an anion there is no
intramolecular hydrogen-bond that could drive N,S bonding. It was thought that
0,S bonding might be observed. While a [(8g—H)RhCp*Cl] complex was observed
by ESI-MS, no product could be isolated.

The reaction of [Cp*RhCl;], was also attempted with the unprotected thiourea
8e. Again while ESI-MS showed the presence of a [(8e—H)RhCp*Cl] complex the
reaction only gave poorly soluble material from which nothing could be isolated.
The NMR spectra of the residue was run in both D,O and DMSO and no signals

were observed that could be identified.

3.2.1 Attempted synthesis of N,S-[(8a-H)RhCp*PPh3]BF4

The complex 9a where the thiourea 8a was bonded as a neutral ligand was made
in the previous Chapter. An attempt was made to make the cationic species 26 in
Figure 3.14, by removing one of the chlorides from the rhodium and replacing it
with PPhs. To achieve this, 9a was reacted with NaBF; and PPhs in methanol. The
solvent was removed and the residue dissolved in CH,Cl, and filtered. Since
phosphorus couples to rhodium and the product would be chiral a pair of
doublets was expected in the 3P NMR due to the formation of a mixture of
diastereoisomers. However the spectrum showed three sets of pairs of doublets

and a doublet as shown in Figure 3.15 with coupling constants. The major
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product was one of the pairs of doublets with a smaller pair of doublets at
approximately half the intensity of the first. The other two signals were much
lower intensity. The coupling constants are what would be expected for J; Rh—P

values (~140 Hz).

+
26 —‘ 27

i SN PPh3 ‘\\\\\C|
Rh Rh

/ ahdYel ~~¢j

S
R )kR'
Figure 3.14 Species seen in the >'P NMR spectra where the thiourea is 8a.

B) 27
1
e | E— 28
| |
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Figure 3.15 Comparison of p NMR spectrum of; A) Initial product from the reaction of

9a with PPh; and NaBF,; B) After the initial mixture was treated with NaOAc.

It was obvious that other products were forming. The most likely candidate was
that the initial complex, 26, where the thiourea was monodentate was

spontaneously losing HCl so that the thiourea was bonding as a bidentate anionic
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ligand, to form 27. This product would also produce a pair of doublets. To test
this idea the initial mixture was treated with NaOAc in acetonitrile and water.
Upon work up the *'P NMR spectrum showed that the major product signal had
disappeared and the minor product from the first reaction was now the largest
signal with the two other signals still present. On this basis the signal at 32.3 ppm
is assigned as 26 and 34.6 ppm as 27. However no product could be isolated.
When 25a, where the thiourea was already deprotonated, was reacted with PPhs
and NaOAc no product was isolated either. The small doublet was found to be
Cp*RhCl,PPhs. Any attempt to recrystallise the residue from the first reaction
only crystallised this. The smallest pair of doublets which was seen in both
spectra, could not be identified, but on the basis of the 144 Hz coupling constant

was likely to involve some sort of Rh—P bonding.

3.3 Divergent behaviour in the bonding of acyl thioureas

Since the acyl thioureas reacted with [Cp*RhCl;], as anionic ligands, the same
reaction with NaOAc was carried out with the dimer [(COD)RhCI],. The reaction
of 8a with [(COD)RhCI], gave an orange powder as before. ESI-MS showed a
complex corresponding to (8a—H)Rh(COD), 29a, with the ions [M+H]*, [M+Na]"

and [M+K]". 8b reacted in a similar fashion to give 29b.

When the 'H NMR spectrum was recorded, again there was only one N-H signal
belonging to HN1, indicating an anionic ligand. However the chemical shift of
HN1 was now much further upfield at 6.36 ppm as compared to the HN1 proton
in the ligand at 10.92 ppm. Figure 3.16 shows a portion of the *H NMR spectrum
of 29b showing the far upfield postion of HN1. This position is indicative of the
intramolecular hydrogen-bond no longer being present. As shown in Chapter
2.2.5, this is close to the chemical shift of HN1 in the phenyl thiourea 8f which
also has no internal hydrogen-bond. The lack of this internal hydrogen-bond

means that the thiourea is likely to be a class Il anionic ligand as shown in Figure
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3.17. As expected from the symmetrical COD ligand, no isomers were observed.

Table 3.2 gives selected chemical shifts and coupling constants for 29a and 29b.

A) H3,H4
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Figure 3.16 Portion of the 'H NMR spectrum comparing; A) 29b; B) 8b.
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Figure 3.17 The bonding mode of 29a, with the thiourea binding through the S and O

atoms breaking the intramolecular hydrogen-bond between HN1 and the

carbonyl oxygen.
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HN1 Hc H2 Cc=S C=0, Cc2
amide

8a 10.92,9.2Hz 7.82 5.08 182.0 166.5 57.9
29a 6.36,9.1Hz 8.15 491 1785 1725 56.1
8b 10.71,94Hz 8.04 5.06 1813 1645 58.0
29 6.55,9.0Hz 8.26 4.85 180.1 170.2 56.3

Table 3.2 Selected chemical shifts and coupling constants from the NMR spectra of

complexes 29a and 29b and the thioureas.

The coupling constants for HN1 of both complexes show that H2 and HN1 are
still anti to each other. However since there is no longer the six-membered ring
the N1-C15 bond is now free to rotate and it isn’t possible to know the
conformation from just the coupling constant. X-ray quality crystals could not be
grown. Examples of acyl analogues that bond 0,5 have shown the protons to be
anti to give the Z,Z,E-anti conformation, by rotating both of the bonds from the
nitrogen atoms to the C=S carbon [9, 10]. Figure 3.18 gives an example which
shows how this conformation puts the secondary carbon anti to the sulfur atom
to minimise steric interaction. While it is possible for 29a and 29b to have this

conformation it cannot be confirmed.

Figure 3.18 0,S anionic thiourea with the Z,Z,E-anti conformation [10].
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This divergent behaviour between the N,S and O,S binding modes has been seen
in other acyl thioureas and their analogues. When N-diisopropoxyphosphinyl-N’-
phenylthiourea is reacted with base and Co(ll), Ni(ll) or Pd(ll) two coordination
modes are seen; N,S for Pd(Il) and Ni(ll), and O,S for Co(ll), Scheme 3.2 [11]. The
authors proposed two main reasons for Co(ll) preferring to break the
intramolecular hydrogen-bond and not bond through the strong electron donor
of the N" atom. Firstly the steric interactions required to distort the tetrahedral
coordination of the Co(ll) metal centre inhibits the N,S binding; and secondly that
the CFSE for d° Co(ll) is much lower than for low-spin d® Ni(ll) and Pd(ll) [11]. This
can also be explained in terms of the bite angle that the ligand forms as

discussed below.

Ph—N/ \\P/ °
N/ o

) \

S H

Pd(1l), Ni(ll) Yﬂl)

/o
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S—M—s N/ Co B
| AN
N
o/ /\o
>P\ N—~Ph —N o}
° \O----H/ Ph \(
/< M = Pd(ll), Ni(ll)
Scheme 3.2 Reaction scheme showing the difference in coordination mode of N-

diisopropoxyphosphinyl-N’-phenylthiourea with Co(ll), Ni(ll) and Pd(ll) [11].

Many N,N-di-alkyl-N’-benzoyl thioureas have been studied as anionic ligands and
are well understood. These bond O,S since the first nitrogen is now unavailable

for bonding as a class Il ligand, and class | no longer has the N—-H proton to drive
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the formation of an intramolecular hydrogen-bond. For anionic complexes of N-
alkyl-N"-benzoyl thioureas, the situation is less clear with limited reports of

compounds.

While benzoyl thioureas bonding N,S class | have been reported, no crystal
structures are known. For palladium complexes only a few compounds have
been reported where the thiourea is bonded O,S to the metal centre [12, 13].
However the evidence for this assignment over N,S bonding is not strong with
only the shift in the IR of the vc-o band as the indication of the bonding mode; for
example the band in the ligand was 1672 cm™ while the complex was 1626 cm™
[12]. There are only two papers with unambiguous assignments with X-ray crystal
structures. The first had a series of benzoyl thioureas reacted with an ortho-
palladated imine acetate dimer, X-ray crystal structures of two of the compounds
clearly showed the thiourea bonding O,S to the metal [14]. The second was
based on another series of benzoyl thioureas forming platinum complexes [15].
Examples of both are shown in Figure 3.19. Of interest is the fact that the ortho
metallated carbon in the complexes is trans to the sulfur for the palladium

complex and trans to the oxygen in the platinum complex.

30 QVe 31

OMe

Figure 3.19 Benzoyl thioureas binding as monoanionic O,S ligands; 30 [14]; B) 31 [15].
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There is slightly more information on acyl thioureas. There are a few X-ray crystal
structures reported for acyl thioureas that bond N,S, class I. Two examples with
coordination to cadmium(ll) are shown in Figure 3.20 [16, 17]. The other crystal
structure in the literature is an example where the thiourea is coordinated to
Re(CO)4; two isomers were seen with both class | and Il bonding, rather than
class Ill, Figure 3.20 [18]. The two isomers are both isolated from the reaction
mixture, 32 was formed with higher yield, and if either compound was dissolved
in CDCl3 with pyridine an equilibrium of the two was formed which lies in favour
of 32 [18]. In this case while having an internal hydrogen-bond was favoured, it
wasn’t enough to overcome other bonding factors. As mentioned above N-

diisopropoxyphosphinyl-N’-phenylthiourea forms an O,S complex with Co(ll).

A) 4<
N/\ { % = Meo
S//I/,, | ‘\\\\\S 0 H
/ | \N
N ~—~ . O-phenanthroline O2N
N N or 2,2-bipyridine
B) CO
s /H----O (Co) 4Re
(CO)4Re< %N >—0Et \(
é p———
2 o
3 S——Re(CO), 33
OEt
Figure 3.20 Structurally characterised acyl thioureas that bond N,S; A) [16, 17]; B) Shows

the two isomers of a thiourea with different bonding to Re(CO), 32 has an
internal hydrogen-bond that 33 doesn’t [18].

Since X-ray quality crystals could not be grown, the only evidence for the
bonding was the 'H NMR spectrum. It was hoped that a comparison with the

literature values of complexes with crystal structures would help confirm N,S or
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0,S assignment, but unfortunately there was a lot a variation between reported
complexes. For benzoyl thiourea the O,S palladium analogues of 30 which had
aromatic groups on N1, the N-H proton ranged from 8.11-8.02 ppm [14]. No
chemical shifts for N-H were reported for the O,S platinum analogues of 31 [15].
This compares to 11.05 ppm for 25a and 6.36 ppm for 29a. The N,S N-
phosphorylated thioureas from Scheme 3.2 and their analogues were looked at.
For class | complexes with the internal hydrogen-bond, if the substituent on the
nitrogen was an alkyl group the N—H proton was in the range of 8.47-8.55 ppm
[6]; while for aromatic substituents the range was 10.30-10.55 ppm [11]. The
alkyl values were lower than for those seen for the sugar thioureas. The ‘H NMR
values for the class Il complexes of these thioureas could not be compared since
they were all to Co(lll). For the acyl thioureas 32 and 33, the N-H protons were
13.17 and 11.18 ppm respectively, showing that while the non hydrogen-bonded
N—H signal was much higher than for the sugar thioureas, the formation of a

hydrogen-bond does shift the signal further down-field.

A simple explanation for the difference in bonding can be made in terms of the
bite angle that the anionic thiourea forms. For an ideal tetrahedral complex the
angle is 109°, and 90° for an ideal square planar complex. The bite angle of the
thiourea bonding N,S is much smaller than for O,S bonding, suggesting that N,S
bonding is favoured for square planar complexes. For the tetrahedral Co(ll)
complex in Scheme 3.2 the two bite angles are 119.16(17)° and 118.25(18)°.
While the Cp*Rh(Ill) complexes can be thought of as pseudo-tetrahedral, the
bond angles have been shown to be quite small for thiourea complexes bonding
N,S. For example the bite angle of the thiourea complex [Cp*RhCl(Tol-N-
CH=NTol)] shown in Figure 3.13 is 67.3(1) [8]. Using this logic the rhodium(lll)
complex has a coordination preference for smaller angles and so would prefer
N,S bonding, while square planar rhodium(l) has a coordination preference for

larger angles and so prefers O,S bonding.
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This doesn’t fully explain the bonding however since O,S bonding has been
observed for the square planar complexes 30 and 31. The bite angles of the
thioureas are 92.28(6)° for 30 [14] and 93.22(11)° for 31 [15]. As mentioned at
the start of this Chapter this is also seen for N,N-di-alkyl-N’-benzoyl thioureas
where O,S bonding is reported. For example the thiourea shown in Figure 3.21
has a bite angle of 93.43(8)° [19]. Obviously when bonding O,S the thiourea is
quite flexible and has a wide range of bite angles that are viable. Since N,S
bonding has been also been seen for square planar complexes, a bite angle of

90° seems to be a crossing point, where either type of bonding could occur.

Et,N N, Ph
S
s o
/ Pd\
S Q
Et,N "N Ph
Figure 3.21 N,N-di-alkyl-N’-benzoyl thiourea showing O,S bonding with a bite angle of

93.43(8)° [19].

To investigate which mode of bonding was preferred for different metal systems,

the acyl thioureas were reacted with a variety of metals.

3.4 8a with [(p-cymene)RuCl:]:

Other lower valence metals were investigated to see if the 0,5 binding mode
could be observed with other metals. To that end [(p-cymene)RuCl;], was
reacted with 8a using the standard conditions used above. The *H NMR spectrum
of 34a is shown in Figure 3.22, compared to 8a. The *H NMR spectrum showed

that the thiourea was class lll, by the presence of HN1 far downfield, as shown in
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Figure 3.23. As with the rhodium(lll) compound above the product was expected

to be chiral, and the NMR spectrum clearly showed that the product contained

both diastereoisomers in roughly equal proportions. This again showed that the

chiral sugar was giving no selectivity to the conformation of the metal. The *H

NMR spectrum has changed in similar ways to 25a.
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Portion of the '"H NMR spectrum comparing; A) R,S-34a showing the far

downfield position of the HN1 proton and the two sets of signals seen; B) 8a.
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R,S-34a with 8a acting as a anionic bidentate ligand.

The changes in the *C NMR spectrum of 34a were similar to 25a. Figure 3.24

shows a comparison with 8a for the carbonyl and aromatic portion of the

molecule while Figure 3.25 shows the sugar portion. Again both the C=S and

amide carbonyl carbons are shifted downfield.
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Figure 3.24 Carbonyl and aromatic portion of the C NMR spectrum comparing; A) 34a;
B) 8a.
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Figure 3.25 Sugar portion of the >C NMR spectrum comparing; A) 34a; B) 8a.

There are only a few reports of thiourea bonding as anionic ligands to

ruthenium(ll) with p-cymene, Figure 3.26 shows some examples with the bite

angle of the thiourea. Henderson et al formed a thiourea dianion-bridged

dinuclear complex, with N,S bonding [7]. Triazepine which is an acyl thiourea

analogue, but because of the cyclic nature cannot undergo rotation to bond

using the carbonyl oxygen, also bonds N,S [20]. The acyl thiourea N,N-diethyl-N-

CO-2,6-F,C¢Hs bonds 0,S with the metal [21], while the non-acyl N,N-dialkyl
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thiourea Me,NSNHPh bonds N,S [22]. The bite angles of the thioureas in Figure
3.26 are all low at approximately 67°. This preference for a narrow bite angle

would suggest that the N,S bonding seen for the sugar thiourea would be

expected.
Ph
T N——CN B
A S
AN | ) G
N—Ru—S /
| o
S—Ru—N 0}
NC——N J \ %T
L = p-cymene S—RuwANCl
° —Co<
D)
"
MezN -‘
Et,N
s um PPh, BPh,
Figure 3.26 Thioureas bonding as anionic ligands to ruthenium(ll) with p-cymene with

the bite angle of the thiourea if known; A) 67.23(8)°, 67.19(8)° [7]; B)
66.8(2)° (Average of two independent molecules) [20]; C) [21]; D) 67.07(5)°
[22].

34a was reacted with PPh3 and NaBF, to see if the chloride could be displaced to
form a cationic species to improve the chances of it crystallising. While the ESI-
MS spectra showed the desired product with an ion tentatively assigned as [(8a—

H)Ru(p-cymene)PPhs]*, nothing could be isolated.
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3.5 8a with [Pd(C,N-DMBA)CI].

In light of the O,S bonding seen for ortho-palladated imine [14], other palladated
species were looked at. The dimer [Pd(C,N-DMBA)CI], was investigated. Reaction
of the dimer with 8a gave the product shown in Figure 3.27. The 'H NMR
spectrum showed the HN1 proton at an upfield position showing class Il
bonding. While the corresponding complex formed by the neutral thiourea
discussed on page 55 was unstable, the complex with the chelated anionic
thiourea was stable in chloroform. Since X-ray quality crystals of 35a could not be
grown the orientation of the thiourea with respect to the DMBA ligand could not
be determined. It was assumed that it would be similar to 30 with the sulfur

atom trans to the aryl carbon.

Figure 3.27 35a with 8a bonding class lll.

The *C NMR spectrum showed that the amide carbonyl had moved downfield as

was typical for these complexes, but C=S had moved upfield.
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3.6 Benzoyl thioureas with PdCl:

When 8a and PdCl, in a 2:1 ratio was stirred in a mixture of acetonitrile and
water with a 1.2 molar excess of NaOAc the same N,S bonding as for [Cp*RhCl;],
is observed, Figure 3.28. The 'H NMR spectrum only shows one set of signals,
Figure 3.29, so no isomers are forming. Since crystals suitable for X-ray
diffraction could not be grown the arrangement around the metal is unknown.
Only crystal structures of palladium(ll) bonding N,S with N-phosphorylated
thioureas such as those in Scheme 3.2 have been reported and showed the sulfur
atoms as trans to each other [6, 11]. As for the rhodium(lll) complex the HN1
proton was present while the HN2 proton had disappeared. The HN1 proton
signal was still far downfield indicating the intramolecular hydrogen-bond was
present. Table 3.3 has selected chemical shifts and coupling constants for the

complex. The coupling constant suggests the Z,E,Z-anti conformation.

AcO
’/m /H B
OAc e} N R
OAc
T

-
i
'

S—Pd—S

6a | |
N. -
AcO, o OA
R N ¢
O____H/ AcO
OAc

Figure 3.28 36a with 8a acting as a class | ligand with palladium(ll).

3
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Figure 3.29 Sugar portion of the 'H NMR spectrum comparing; A) 36a; B) 8a.
HN1 Hc H2 C=S C=0 C2

8a 10.92,9.2 Hz 7.82 5.08 182.0 166.5 57.9
36a 10.82, 10.0 Hz 7.77 3.97 191.8 177.3 55.5

Table 3.3 Selected chemical shifts and coupling constants from the NMR spectra of

36a and the thiourea.

ESI-MS of the complex showed a strong ion corresponding to [M+Na]* and a very
weak [M+K]* ion. Since there is no chloride on the metal the loss of HCI cannot

occur.

3.7 Reaction of sugar thioureas with platinum(II)

This laboratory has previously studied anionic thioureas as ligands to a range of
metals [7, 23]. Of particular interest were platinum(ll) complexes with thioureas
[24-27], Figure 3.30 shows some examples. These compounds were of interest as
they display biological activity as well as that the thiourea groups can be made

with a wide variety of different substituents with different properties. Different
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sugar thioureas were reacted with two different platinum(ll) compounds in an

attempt to make complexes.

A) PhsP S Me B)Ph,

AN W

Pt C——=N Pt ,:C—Ph BPh,
/7 N\
PhsP N PhsP N
Me Ph
Figure 3.30 Examples of thioureas acting as anionic ligands to platinum(ll); A) [24]; B)
[25].

3.7.1 cis-[PtClz(PPhs3):]

Previously, reaction of thioureas with cis-[PtCl,(PPhs3),] was carried out in
refluxing methanol with excess NEt; for 5 minutes [25]. This method was
undesirable as methanol and base were likely to remove acetate groups from the
sugar thiourea. Instead 8a and cis-[PtCl,(PPhs),] were stirred in dry CH,Cl, and
NEts. While ESI-MS indicated the formation of a complex with ions tentatively
assigned as [(8a—H),Pt+Na]" and [(8a—H),Pt+K]*, no product could be isolated
from the reaction. The NaOAc, acetonitrile and water method was tried and the
'H NMR spectrum suggested that the complex had formed. However upon anion
metathesis to BF4; from CI" no product was observed. Attempts to isolate the

complex with the chloride counter-ion failed.

The refluxing methanol and NEt; method was attempted but ESI-MS showed a
mixture of the complex with increasing numbers of acetates removed. To try and
isolate the fully deprotected complexes the mixture was left to reflux for longer,

but no product could be isolated.
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3.7.2 Ko [PtC14]

As discussed above there are a large number of complexes with N,N-dialkyl-N’-
benzoyl thioureas with O,S bonding, many of which are to platinum(ll) [21, 28-
30]. 8a was reacted with K,[PtCl4] to try and make the analogue to the
palladium(ll) complex above. Reaction of 8a with NaOAc in acetonitrile and
water gave no product. Similarly reaction with 8e, 8f and 8g also gave no
product. It was not known why the platinum(ll) analogues were so intractable

compared to palladium(ll).

3.8 Use of thioureas in gold chemistry

Thioureas have been reacted with gold(l) compounds to produce phosphine
gold(l) thiourea complexes [23], Figure 3.31. There is interest in this class of
compounds as there are biologically active examples such as Auranofin, Figure
3.31, which is a gold(l) compound with 2,3,4,6-tetra-O-acetyl-B-D-thioglucose
and triethylphosphine as the two ligands. Auranofin is used in the treatment of
arthritis [31]. This drug is of particular interest as it shows the potential of

combining inorganic chemistry with carbohydrate chemistry.

A) B)

OAc
N
/ o
PhsP——Au—S——C AcO
\N AcO S——Au—PEt3
: : OAc
Figure 3.31 A) An example of a phosphine gold(l) thiourea complex; B) 2,3,4,6-tetra-O-

acetyl-f-p-glucopyranosato-S-(triethylphosphine) gold(l), Auranofin.
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3.8.1 Gold phosphines

When 8a was reacted with PhsPAuCl and NaOAc, ESI-MS of the reaction mixture
showed an intense peak that was assigned as [PhsPAu8a]’. However when the
reaction was worked up unreacted PhsPAuCl was isolated. The reaction of 8g
with PhsPAuCl proved more successful, with the monodentate anionic complex

shown in Figure 3.32 formed.

PPhs

37g Au

S o)
OAc 0 OAc )\ )k
N N
OAc |
Ph

AcO

Figure 3.32 37g with 8g acting as a monodentate anionic ligand to AuPPh;".

ESI-MS showed clear [M+H]*, [M+Na]" and [2M+Na]" ions. Also seen was a peak
at 721 m/z from [Au(PPhs),]" which is always seen for gold(l) phosphines. The
molecular ion peaks were very intense, and dominated the spectra. The 'H NMR
spectra shows the change of the thiourea to an anionic ligand, Figure 3.33. The
HN1 signal has disappeared and the H2 proton has become a doublet of doublets
as it is no longer coupling to HN1 and is shifted upfield from the presence of the

N=C bond.
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Figure 3.33 Portion of the 'H NMR spectrum showing the comparison of; A) 37g; B) 8g.

There is no clear explanation for why 8g but not 8a acts as a monoanionic ligand

to AuPPhs’ to form a complex.

3.9 Conclusion

The sugar acyl thioureas were shown to have the ability to form monoanionic
bidentate ligands to a wide variety of metal systems. The particular metal system
influences the mode of bonding. In general if the metal preferred small bite
angles the N,S bonding was seen, while if it preferred larger bite angles 0,5
bonding was seen, with 90° as a cross over point where either type of bonding
could occur. However this doesn’t completely explain the details. The thiourea,
8a, was flexible in its choice of bonding to palladium and complexes with both
types of bonding could be made. There could be steric or electronic factors that
determine what bonding is seen, especially for square planar metals, and this
needs further investigation. While palladium(ll) complexes were stable,
platinum(ll) analogues proved to be very intractable and no complexes could be

isolated. It was also found that if the metal centre had the potential to be chiral
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the sugar portion of the thiourea did not impart any selectivity on the

distereoisomers forming.

The N’-acetyl thiourea 8g was not as good a ligand as the acyl thioureas. Despite
having one less bonding mode available no complexes could be made with
[Cp*RhCl,],. However it formed a complex with the AuPPhs* group, while 8a did

not.

3.10 Experimental

General experimental procedures are in Appendix One, NMR information is in
Appendix Two. N-acetyl-1,3,4,6-tetra-O-acetyl-D-B-glucosamine [3], [Cp*RhCl,];

[32] and cis-[PtCly(PPhs),] [33] were made according to literature procedures.

8g

8g was made by slight modification to the literature procedure [2]. 8f (269 mg,
0.558 mmol) was suspended in acetic anhydride (1 mL) and pyridine (1 mL) and
stirred for 16 hours. The solution was added drop-wise to water (150 mL)
resulting in a precipitate, filtration and drying under vacuum at room

temperature gave 8g (229.5 mg, 78.4%).

'H NMR: & 11.77 (d, 1H, Jy2un: 8.9 Hz, HN1), 7.45 (m, 3H, Ha, Hc), 7.14
(m, 2H, Hb), 5.92 (d, 1H, J1, 7.9 Hz, H1), 5.32 (dd, 1H, Juz s 8.6 Hz, Jua s 9.5 Hz,
H3), 5.20 (m, 1H, H4), 5.19 (m, 1H, H2), 4.31 (dd, 1H, Jsg, 4.8 Hz , Jea s 12.4 Hz,
H6b), 4.17 (dd, 1H, Js s 2.8 Hz, Jes 60 12.4 Hz, H6a), 3.89 (ddd, 1H, Jsea 2.8 Hz, Js g
4.8 Hz, Ju5 9.2 Hz, H5), 2.14, 2.10, 2.07, 2.07 (4s, 12H, 4 x OAc), 1.93 (s, 3H, NAc)
ppm. 3C NMR: & 186.0 (C=S), 175.0 (C=0, amide), 170.8, 170.5, 169.5, 169.3(4 x
C=0, acetyl), 142.4 (Cd), 129.6 (Cc), 129.6 (Cb), 129.2 (Ca), 92.6 (C1), 73.0 (C5),
72.7 (C3), 67.5 (C4), 61.9 (C6), 58.2 (C2), 28.1 (NAc) 21.2, 20.9, 20.9, 20.8 (4 x
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CHs) ppm. Anal. Calcd for Cy3H,sN>040S (524.541): C, 52.66; H, 5.38; N, 5.34.
Found: C, 52.84; H, 5.16; N, 5.50. MS: m/z: 547.138 (strong, [M+Na], calc
547.136), 563.112 (medium, [M+K]", calc. 563.110), 1071.281 (medium,
[2M+Na]’, calc. 1071.282), 1087.257 (weak, [2M+K]", calc. 1087.256).

25a

[Cp*RhCl,], (60.5 mg, 0.098 mmol) and 8a (100 mg, 0.196 mmol) were stirred in
acetonitrile (10 mL) for % an hour. NaOAc-3H,0 (32.0 mg, 0.235 mmol) and
water (8 mL) were added and the resulting solution stirred for 3 hours. The
solvent was removed under vacuum and the residue dissolved in CH,Cl, (20 mL)
and filtered through Celite, addition of petroleum spirits gave 25a (139.1 mg,
90.6%).

'H NMR: 6 11.06 (d, 1H, Ju2' una- 10.3 Hz, HN1") 11.00 (d, 1H, Juz 4w 10.2
Hz, HN1), 8.40 (m, 4H, Hc; Hc'), 7.46 (m, 2H, Ha; Ha’), 7.39 (m, 4H, Hb; Hb'), 5.78
(d, 1H, Jy1 42 8.3 Hz, H1), 5.60 (d, 1H, Ju1- 42 8.4 Hz, H1"), 5.27 (t, 1H, H3"), 5.16 (t,
1H, H4°), 5.12 (m, 2H, H3; H4), 4.38 (dt, 2H, H2; H2"), 4.35 (dd, 1H, Jus yev’ 4.4 Hz,
Juga meb: 12.5 Hz, H6D’), 4.28 (M, 2H, Jus veo 4.6 Hz, Juganen12.4 Hz, HEb), 4.11 (dd,
1H, Jusuea 2.4 Hz, Jugamen 12.4 Hz, H6a; H6a"), 3.82 (m, 2H, H5; H5'), 2.18, 2.16,
2.10, 2.09 x 2, 2.08, 2.05, 1.99 (8s, 24H, 8 x OAc), 1.39 (Cp*) ppm. *°C NMR: &
190.7, 190.5 (C=S), 176.6, 176.5 (C=0, amide), 170.8 x 3, 169.9, 169.7, 169.6,
169.4, 168.8 (8 x C=0, acetyl), 137.5, 137.3 (Cd), 131.5, 131.4 (Ca), 130.1, 130.0
(Cc), 128.2, 128.2 (Cb), 94.0 (Jrnc 8.1 Hz, Cp*, quart.), 92.5, 92.5 (C1), 73.1, 72.9
(C5), 72.2, 71.9 (C3), 68.0, 67.6 (C4), 61.8, 61.7 (C6), 56.4, 56.4 (C2), 21.3, 21.0,
21.0, 20.9, 20.8, 20.8, 20.7, 20.7 (8 x CH3), 9.1 (Cp*, methyl) ppm. Anal. Calcd for
C32H40N2010SCIRh (783.091): C, 49.08; H, 5.15; N, 3.58. Found: C, 49.36; H, 5.27;
N, 3.71. MS: m/z: 747.148 (strong, [M—CI]", calc 747.145), 769.130 (weak, [M—
HCI+Na]®, calc 769.127), 783.121 (weak, [M+H]", calc 783.122), 805.107 (weak,
[M+Na]’, calc 805.1039), 1529.261 (weak, [2M—-CI], calc 1529.260), 1589.220
(weak, [2M+Na]", calc 1589.218), 1605.195 (weak, [2M+K]", calc 1605.192).
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25b

25b was produced using the same as for 25a, [Cp*RhCl,], (20.0 mg, 0.032 mmol)
and 8b (36.0 mg, 0.065 mmol), NaOAc-3H,0 (10.6 mg, 0.078 mmol), worked up
to give 25b (45.0 mg, 83.6%).

'H NMR: 6 10.96 (d, 1H, Juz- in- 10.4 Hz, HN1°) 10.92 (d, 1H, Juzun: 10.2
Hz, HN1), 8.63 (m, 4H, Hc; Hc’), 8.25 (m, 4H, Hb; Hb"), 5.81 (d, 1H, Ju1,n2 8.3 Hz,
H1), 5.63 (d, 1H, Juw2 8.4 Hz, H1'), 5.33 (t, 1H, H3'), 5.22 (t, 1H, H4"), 5.13 (m, 2H,
H3; H4), 4.43 (dt, 2H, H2"), 4.38 (dt, 2H, H2), 4.36 (dd, 1H, Jus' neb' 4.1 Hz, Juea Heb’
12.6 Hz, H6b"), 4.29 (m, 1H, Jusnep 4.3 Hz, Jueanenl2.5 Hz, H6b), 4.16 (dd, 1H,
Jus e 1.5 Hz, Juga oo 12.6 Hz, H6a"), 4.13 (dd, 1H, Jusnea 1.5 Hz, Jugapes 12.5 Hz,
H6a), 3.88 (m, 1H, H5"), 3.84 (m, 1H, H5), 2.18, 2.17, 2.10, 2.09, 2.09, 2.09, 2.06,
2.01 (8s, 24H, 8 x OAc), 1.41 (Cp*) ppm. °C NMR: 6 191.1, 190.9 (Jrnc 4.0, 3.9 Hz,
C=S), 174.4, 174.3 (C=0, amide), 170.8, 170.8 x 2, 170.0, 169.7, 169.6, 169.4,
168.8 (8 x C=0, acetyl), 149.5, 149.4 (Ca), 143.1, 143.0 (Cd), 131.4, 131.2 (Cc),
123.2, 123.2 (Cb), 94.2, 94.1 (Jgnc 8.1 Hz, quart. Cp*), 92.4, 92.1 (C1), 73.2, 72.9
(C5), 72.2, 71.9 (C3), 68.0, 67.5 (C4), 61.8, 61.7 (C6), 56.7, 56.6 (C2), 21.3, 21.0,
21.0, 20.9, 20.8, 20.8, 20.7, 20.7 (8 x CH3), 9.2 (Cp*, methyl) ppm. Anal. Calcd for
C32H39N301,SCIRh (828.088): C, 46.41; H, 4.75; N, 5.07. Found: C, 46.58; H, 4.93;
N, 5.14. MS: m/z: 792.131 (strong, [M—CI]", calc 747.145).

25d

25d was produced using the same as for 25a, [Cp*RhCl,], (20.0 mg, 0.032 mmol)
and 8d (33.6 mg, 0.065 mmol), NaOAc-3H,0 (10.6 mg, 0.078 mmol), worked up
to give 25d (43.3 mg, 84.5%).

'H NMR: & 10.64 (d, 1H, Juzun: 10.3 Hz, HN1’) 10.64 (d, 1H, Juz 1 10.2
Hz, HN1), 8.92, 8.90 (dd, 2H, Hc; Hc'), 7.52 (m, 2H, Ha; Ha’), 7.06 (m, 4H, Hb; Hb’),
5.74 (d, 1H, Jur 2 8.2 Hz, H1), 5.55 (d, 1H, Ju 12 8.6 Hz, H1’), 5.23 (t, 1H, H3’), 5.17
(t, 1H, H4’), 5.08 (m, 2H, H3; H4), 4.35 (dt, 2H, H2; H2’), 4.30 (m, 2H, H6b; H6b’),
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4.11 (dd, 1H, Jusuea 2.4 Hz, Juganep 12.4 Hz, H6a), 4.10 (dd, 1H, Jusnea 2.3 Hz,
Juganer 12.5 Hz, H6a’), 3.81 (m, 2H, H5; H5’), 2.15 x 2, 2.09, 2.09, 2.08x 2, 2.05,
2.00 (8s, 24H, 8 x OAc), 1.50 (Cp*) ppm. 3C NMR: & 189.7, 189.5 (C=S), 169.9,
169.5 (C=0, amide), 170.8 x 2, 170.8, 170.1, 169.7, 169.6, 169.4, 168.7 (8 x C=0,
acetyl), 141.1, 141.1 (Cd), 134.5, 134.4 (Ca), 132.4, 132.1 (Cc), 127.8, 127.7 (Cb),
94.1 (Jrnc 8.0 Hz, quart. Cp*), 92.6 (C1’), 92.0 (C1), 73.1, 72.8 (C5), 72.0, 72.0
(C3), 67.9, 67.5 (C4), 61.7, 61.6 (C6), 56.2, 56.2 (C2), 21.3, 21.0 x 2, 20.9, 20.9,
20.8, 20.7x 2 (8 x CHs3) ppm. Anal. Calcd for C3oH3gN,010SCl,Rh (789.122): C,
45.66; H, 4.85; N, 3.55. Found: C, 45.95; H, 4.73; N, 3.48. MS: m/z: 753.103
(strong, [M—CI]*, calc 753.102).

29a

29a was produced using the same as for 25a, [(COD)RhCI], (25.0 mg, 0.051
mmol) and 8a (52.1 mg, 0.102 mmol), NaOAc-3H,0O (16.7 mg, 0.122 mmol),
worked up to give 29a (57.6 mg, 78.4%).

'H NMR: 6 8.14 (m, 2H, Hc), 7.50 (tt, 1H, Ha), 7.41 (m, 2H, Hb), 6.36 (d,
1H, Juzun1 9.0 Hz, HN1), 5.74 (d, 1H, Ju1,u2 8.6 Hz, H1), 5.25 (dd, 1H, Jus ua 9.2 Hz,
Juams 10.2 Hz, H3), 5.17 (t, 1H, H4), 4.92 (dt, 1H, H2), 4.67 (m, 2H, CH), 4.33 (dd,
1H, Jus meb 4.9 Hz, Jusanep 12.4 Hz, HEb), 4.12 (dd, 1H, Jus nea 2.4 Hz, Juganen 12.5
Hz, H6a), 3.90 (m, 2H, CH), 3.85 (ddd, 1H, Jus rea 2.4 Hz, Jus nep 4.9 Hz, Jua s 9.7 Hz,
H5), 2.45 (m, 4H, CH,), 2.10, 2.04, 2.02, 2.02 (4s, 12H, 4 x OAc), 1.95 (m, 4H, CH.)
ppm. *C NMR: & 178.5 (C=S), 172.5 (C=0, amide), 170.9, 170.6, 169.4, 169.34 (4
x C=0, acetyl), 136.9 (Cd), 131.9 (Ca), 129.7 (Cb), 128.1 (Cc), 92.7 (C1), 87.4 (Jrnc
10.0 Hz, CH), 87.2 (Jgnc 10.0 Hz, CH), 72.9 (C5), 72.4 (C3), 71.3 (Janc 13.0 Hz, CH),
71.0 (Jrnc 14.0 Hz, CH), 67.8 (C4), 61.8 (C6), 55.9 (C2), 31.7, 31.4, 29.4, 29.2 (4 x
CH,), 21.0, 20.7, 20.7, 20.6 (4 x CH3) ppm. Anal. Calcd for C3gH37N,09SRh
(720.595): C, 50.50; H, 5.18; N, 3.89. Found: C, 50.32; H, 5.46; N, 4.03. MS: m/z:
721.134 (weak, [M+H]", calc 721.130), 743.113 (strong, [M+Na]®, calc 743.112),
759.090 (weak, [M+K]*, calc 759.086).
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29b

29b was produced using the same method as for 25a, [(COD)RhCI], (25.0 mg,
0.051 mmol) and 8b (56.7 mg, 0.102 mmol), NaOAc-3H,0 (16.7 mg, 0.122 mmol),
worked up to give 29b (60.1 mg, 76.9%).

'H NMR: 6 8.27 (m, 2H, Hc), 8.17 (m, 1H, Hc), 7.54 (m, 2H, Hb), 6.36 (d,
1H, Jipunz 9.0 Hz, HN1), 5.74 (d, 1H, Jur o 8.6 Hz, H1), 5.23 (m, 1H, H3), 5.18 (m,
1H, H4), 4.85 (dt, 1H, H2), 4.67 (b, 2H, CH), 4.35 (dd, 1H, Jusnep 4.9 Hz, Juea Heb
12.4 Hz, H6b), 4.13 (dd, 1H, Jusnea 2.3 Hz, Jueanes 12.4 Hz, H6a), 3.94 (b, 2H, CH),
3.86 (ddd, 1H, Jusuea 2.3 Hz, Jusneb 4.9 Hz, Juans 9.6 Hz, H5), 2.46 (b, 4H, CH,),
2.10, 2.05, 2.03, 2.02 (4s, 12H, 4 x OAc), 1.98 (b, 4H, CH,) ppm. 3C NMR: & 182.4
(C=S), 171.0, 170.8, 169.6, 169.3 (4 x C=0, acetyl), 170.2 (C=0, amide), 150.0
(Ca), 143.1 (Cd), 130.7 (Cb), 123.5 (Cc), 92.8 (C1), 89.3, 88.3 (2 x CH), 73.2 (C5),
72.5(C3),72.1,71.8 (2 x CH), 67.9 (C4), 61.9 (C6), 56.3 (C2), 31.9, 31.7, 29.5, 29.4
(4 x CHy), 21.1, 20.9 x 2, 20.7 (4 x CHs3) ppm. Anal. Calcd for C3oH3¢N301,SRh
(765.592): C, 47.06; H, 4.74; N, 5.49. Found: C, 47.30; H, 4.64; N, 5.63. MS: m/z:
721.134 (weak, [M+H]*, calc 721.130), 743.113 (strong, [M+Na], calc 743.112),
759.090 (weak, [M+K]", calc 759.086).

34a

34a was produced using the same method as for 25a, [(p-cymene)RuCl], (30.0
mg, 0.049 mmol) and 8a (50.0 mg, 0.098 mmol), NaOAc-3H,0 (16.0 mg, 0.118

mmol), worked up to give 34a (63.2 mg, 82.6%).

'H NMR: 6 10.76 (d, 1H, Juzunz 9.8 Hz, HN1’) 10.74 (d, 1H, Jz i1 9.9 Hz,
HN1), 8.12 (m, 4H, Hc; HC'), 7.50 (m, 2H, Ha; Ha’), 7.46 (m, 4H, Hb; Hb’), 5.71 (d,
1H, Ju1n2 8.6 Hz, H1), 5.55 (d, 1H, Juynz 8.5 Hz, H1’), 5.33 (m, 2H, CH), 5.23 (dd,
1H, Juz pa 9.2 Hz, Jyznz 10.3 Hz, H3'), 5.14 (dd, 1H, Jusps 9.2 Hz, Jyzps 9.9 Hz,
H3’), 5.10 (m, 2H, H4; H4’), 4.81 (m, 2H, CH), 4.43 (m, 2H, CH), 4.41 (m, 2H, CH),
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4.26 (dt, 2H, H2; H2’), 4.30 (m, 2H, H6b; H6b’), 4.09 (m, 2H, H6a; H6a’), 3.81 (m,
2H, H5; H5’), 2.60 (m, 2H, CH), 2.22, 2.15, 2.13, 2.10, 2.09, 2.07, 2.05, 2.00 (8s,
24H, 8 x OAc), 2.16 (m, 3H, Me), 2.16 (m, 3H, Me), 1.18, 1.16, 1.12, 1.11 (d, 12H,
4 x Me)ppm. *C NMR: § 192.4, 192.2 (C=S), 178.7, 178.6 (C=0, amide), 170.8 x 3,
169.9, 169.7, 169.7, 169.7, 168.8 (8 x C=0, acetyl), 137.7, 137.5 (Cd), 131.0,
131.9 (Ca), 129.4, 129.2 (Cc), 127.9, 127.9 (Cb), 92.5, 92.0 (C1), 73.1, 72.9 (C5),
72.3, 71.8 (C3), 68.1, 67.6 (C4), 61.9, 61.6 (C6), 56.4, 56.4 (C2), 21.2, 21.0, 21.0,
20.9, 20.9, 20.8, 20.7, 20.7 (8 x CH3) ppm. MS: m/z: 745.140 (strong, [M—CI]*, calc
745.137), 803.091 (weak, [M+Na]", calc 803.095).

35a

35a was produced using the same method as for 25a, [Pd(C,N-DMBA)CIl], (25.0
mg, 0.058 mmol) and 8a (48.5 mg, 0.095 mmol), NaOAc-3H,0 (15.5 mg, 0.114
mmol), worked up to give 35a (58.3 mg, 81.8%).

'H NMR: 6 10.55 (d, 1H, Juz 1 9.2 Hz, HN1’), 8.19 (m, 2H, Hc), 7.54 (m,
1H, Ha), 7.46 (m, 2H, Hb), 5.82 (d, 1H, Jur s 8.2 Hz, H1), 5.31 (m, 1H, H3), 5.17 (m,
1H, H4), 4.98 (dt, 1H, H2), 4.34 (dd, 1H, Jusneb 4.8 Hz, Jusares 12.5 Hz, Hb), 4.10
(dd, 1H, Jus uea 2.2 HZ, Jusanss 12.5 Hz, H6a), 3.84 (ddd, 1H, Jus ea 2.2 Hz, Jus rep 4.8
Hz, Juans 9.9 Hz, H5), 2.11, 2.05, 2.03, 2.02 (4s, 12H, 4 x OAc) ppm. 3C NMR: &
177.1 (C=S), 173.4 (C=0, amide), 171.0, 170.8, 169.7, 169.4 (4 x C=0, acetyl),
137.9 (Cd), 132.0 (Ca), 129.6 (Cc), 128.4 (Cb), 92.9 (C1), 73.0 (C5), 72.2 (C3), 68.1
(C4), 61.9 (C6), 56.3 (C2), 21.1, 20.9, 20.9, 20.8 (4 x CHs) ppm. MS: m/z: 750.135
(strong, [M+H], calc 750.132), 772.111 (weak, [M +Na]’, calc 772.114).

36a

36a was produced using the same method as for 25a, PdCl, (26.1 mg, 0.147
mmol) and 8a (150 mg, 0.294 mmol), NaOAc-:3H,0 (48.0 mg, 0.353 mmol),
worked up to give 36a (149.4 mg, 90.3%).
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'H NMR: 6 10.82 (d, 1H, Juznn 10.0 Hz, HN1), 7.78 (m, 2H, Hc), 7.54 (tt,
1H, Ha), 7.42 (m, 2H, Hb), 5.66 (d, 1H, J1 8.3 Hz, H1), 5.16 (t, 1H, H3), 5.08 (t, 1H,
H4), 4.31 (dd, 1H, Jsgp 4.6 Hz , Jea b 12.5, H6b), 4.08 (dd, 1H, Js 6, 2.3 Hz, Jea6b 12.5
Hz, H6a), 3.97 (dt, 1H, H2), 3.80 (ddd, 1H, Jscs 2.4 Hz, Jsg 4.6 Hz, Jus 9.5 Hz, H5),
2.16, 2.09, 2.09, 2.03 (4s, 12H, 4 x OAc) ppm. *C NMR: 6 191.8 (C=S), 177.3 (C=0,
amide), 170.7, 170.1, 169.6, 168.8 (4 x C=0, acetyl), 134.5 (Cd), 132.0 (Ca), 128.9
(Cc), 128.2 (Ch), 92.2 (C1), 73.1 (C5), 72.0 (C3), 67.6 (C4), 61.6 (C6), 55.5 (C2),
21.2, 20.9, 20.9, 20.7 (4 x CH3) ppm. Anal. Calcd for C44Hs50N40205,Pd (1125.432):
C, 46.96; H, 4.48; N, 4.98. Found: C, 47.21; H, 4.37; N, 5.09. MS: m/z: 1125.161
(medium, [M+H]", calc. 1125.1583), 1147.144 (medium, [M+Na]’, calc.
1147.140), 1163.114 (strong, [M+K]", calc. 1163.1188).

37g

8g (100 mg, 0.191 mmol) and PPhsAuCl (94.5 mg, 0.191 mmol) were dissolved in
CH,Cl, (10 mL), triethylamine (0.053 mL, 0.382 mmol) was added and stirred for
3 hours. The organic phase was washed with water (2 x 50 mL), dried (MgSQ,),
filtered and the volume reduced, addition of petroleum sprits gave 37g (124.5

mg, 66.3%).

'H NMR: § 7.56-7.34 (m, 15H, PPhs), 7.06, 6.82, 6.63 (m, 5H, N-Ph), 5.90
(d, 1H, Jy1 42 8.2 Hz, H1), 5.47 (t, 1H, H3), 5.18 (t, 1H, H4), 4.32 (dd, 1H, Jus,ueb 4.6
Hz, Juga,nep 12.6, HEb), 4.12 (dd, 1H, Jusnea 2.2 Hz, Juearen 12.6 Hz, H6a), 4.54 (dd,
1H, Ju1,u2 8.2 Hz, Juau3 9.7 Hz, H2), 3.96 (ddd, 1H, Jus nea 2.2 Hz, Jus neb 4.6 Hz, Jua s
9.7 Hz, H-5), 2.23 (s, 3H, NAc), 2.09, 2.01, 1.90, 1.87 (4s, 12H, 4 x OAc) ppm.
*'p{*H} NMR: & 39.1 ppm. Anal. Calcd for C41H42N,010PSAU (982.785): C, 50.11; H,
4.31; N, 2.85. Found: C, 50.43; H, 4.41; N, 2.91. MS: m/z: 721 .147 (strong,
[Au(PPhs),]", calc. 717.142), 983.204 (weak, [M+H]’, calc 983.204), 1005.185
(weak, [M+Na]®, calc 1005.186), 1021.157 (weak, [M+K]*, calc 1021.159).



Chapter Three — Sugar thioureas as anionic ligands 161

3.11 References

1. Zinner, H. and Peseke, K., Benzazoles. XXVI. Glucosidation of N-methyl- and N-
(tetra-O-acetyl--D-glucopyranosyl)benzimidazolethione. J. Prakt. Chem., 1970.
312, 185-91.

2. Maza, S., Lépez, O., Maya, |, and Fernandez-Bolafios, J.G., Synthesis and
characterization of mercury(ll)-sugar thioureas complexes. Polyhedron, 2009.
28, 4039-4043.

3. Tarasiejska, Z. and Jeanloz, R.W., Acetohalogeno derivatives and glycosides of D-
galactosamine. ). Am. Chem. Soc., 1958. 80, 6325-6327.

4. Brunner, H., Kollnberger, A., Burgemeister, T., and Zabel, M., Optically active
transition metal complexes: Part 125. Preparation and epimerization of chiral-at-
metal pentamethylcyclopentadienyl-rhodium(lll) and iridium(lll) half-sandwich
complexes. Polyhedron, 2000. 19, 1519-1526.

5. Sokolov, F.D., Baranov, S.V., Zabirov, N.G., Krivolapov, D.B., Litvinov, IL.A,,
Khairutdinov, B.l., and Cherkasov, R.A., Unusual structure of an N-phosphoryl-N'-
isopropylthiourea chelate with the nickel(ll) cation. Mendeleev Commun., 2007.
17, 222-223.

6. Sokolov, F.D., Baranov, S.V., Safin, D.A., Hahn, F.E., Kubiak, M., Pape, T.,
Babashkina, M.G., Zabirov, N.G., Galezowska, J., Kozlowski, H., and Cherkasov,
R.A., The influence of the intramolecular hydrogen bond on the 1,3-N,S- and 1,5-
0,S-coordination of N-phosphoryl-N'-(R)-thioureas with Ni(ll) and Pd(ll). New ).
Chem., 2007. 31, 1661-1667.

7. Henderson, W., Nicholson, B.K., Dinger, M.B., and Bennet, R.L., Thiourea
monoanion and dianion complexes of rhodium(lll) and ruthenium(ll). Inorg.
Chim. Acta, 2002. 338, 210-218.

8. Piraino, P., Bruno, G., Tresoldi, G., Faraone, G., and Bombieri, G., Reactivity of
the rhodium(lll)  formamidinato-complex  [Rh(n-CsMe;)Cl(p-MeCsH ;N-CH-
NCgH.Me-p)] with CO and heterocumulenes. Crystal and molecular structure of
the thioureido-complex [Rh(n-CsMes)ClI{PhN-C[N(CsH,Me-p)-CH=NCsH,Me-p)-S}]
J. Chem. Soc., Dalton Trans., 1983. 2391-2395.

9. Safin, D.A., Sokolov, F.D., Noth, H., Babashkina, M.G., Gimadiev, T.R.,

Galezowska, J., and Kozlowski, H., Studies on zinc(ll) complexes with N-



Chapter Three — Sugar thioureas as anionic ligands 162

10.

11.

12.

13.

14,

15.

16.

17.

18.

thioacylamidophosphates: X-ray crystal structure of the [Zn(RC(S)NP(O)(QiPr),),]
(R = NH,, tBuNH, c-CsH,;NH). Polyhedron, 2008. 27, 2022-2028.

Safin, D.A., Mlynarz, P., Sokolov, F.D., Kubiak, M., Hahn, F.E., Babashkina, M.G.,
Zabirov, N.G., Galezowska, J., and Kozlowski, H., Rich magnetic chemistry of
cobalt(ll) complexes with N-phosphorylthioureas. Crystal structure and solution
"H NMR spectral properties. Z. Anorg. Allg. Chem., 2007. 633, 2089-2096.
Sokolov, F.D., Zabirov, N.G., Yamalieva, L.N., Shtyrlin, V.G., Garipov, R.R., Brusko,
V.V., Verat, A.Y., Baranov, S.V., Mlynarz, P., Glowiak, T., and Kozlowski, H.,
Coordination diversity of N-phosphoryl-N'-phenylthiourea (LH) towards Co", Ni"
and Pd" cations: Crystal structure of ML,-N,S and ML,-0,S chelates. Inorg. Chim.
Acta, 2006. 359, 2087-2096.

Carcu, V., Negoiu, M., Rosu, T., and Serban, S., Synthesis, characterization of
complexes of N-benzoyl-N'-2-nitro-4-methoxyphenyl-thiourea with Cu, Ni, Pt, Pd,
Cd and Hg. ). Therm. Anal. Calorim., 2000. 61, 935-945.

Cauzzi, D., Marzolini, G., Predieri, G., Tiripicchio, A., Costa, M., Salviati, G.,
Armigliato, A., Basini, L., and Zanoni, R., Sulfur ligand-stabilized palladium
aggregates produced on the surface of benzoylthiourea-functionalized silica
xerogels. J. Mater. Chem., 1995. 5, 1375-1381.

Tenchiu, A.C., llis, M., Dumitrascu, F., Whitwood, A.C., and Circu, V., Synthesis,
characterization and thermal behaviour of ortho-metallated Pd(ll) complexes
containing N-benzoylthiourea derivatives. Polyhedron, 2008. 27, 3537-3544.
Circu, V., llie, M., llis, M., Dumitrascu, F., Neagoe, |.,, and Pasculescu, S.,
Luminescent cyclometallated platinum(ll) complexes with N-benzoyl thiourea
derivatives as ancillary ligands. Polyhedron, 2009. 28, 3739-3746.

Shen, X., Shi, X., Kang, B., Liu, Y., Tong, Y., Jiang, H., and Chen, K., Syntheses,
crystal structures and properties of Zn(ll) and Cd(ll) complexes derived from N-(o-
nitrophenyl)-N'-(methoxycarbonyl) thiourea(H,omt) and 2,2'-bipyridine(bpy) or
o-phenanthroline(phen). Polyhedron, 1998. 17, 4049-4058.

Shen, X., Shi, X., Kang, B., Liu, Y., Gu, L., and Huang, X., Syntheses, crystal
structures and properties of cadmium(ll) and manganese(ll) complexes derived
from N(o-nitrophenyl-N'"-(methoxycarbonyl)thiourea and o-phenanthroline (or
2,2"-bipyridine). J. Coord. Chem., 1999. 47, 1 - 15.

Adams, R.D. and Huang, M., Ring-opening insertion of a substituted dithiazole-3-
thione into the Re—Re bond in a dirhenium carbonyl complex. Organometallics,

1996. 15, 2125-2131.



Chapter Three — Sugar thioureas as anionic ligands 163

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

Dominguez, M., Antico, E., Beyer, L., Aguirre, A., Garcia-Granda, S., and Salvad¢,
V., Liquid-liquid extraction of palladium(ll) and gold(lll) with N-benzoyl-N',N'-
diethylthiourea and the synthesis of a palladium benzoylthiourea complex.
Polyhedron, 2002. 21, 1429-1437.

Aitali, M., Ait Itto, M.Y., Hasnaoui, A., Riahi, A., Karim, A., Garcia-Granda, S., and
Gutierrez-Rodriguez, A.,  Chloro(n®-p-cymene)(2-methyl-5-oxo-7-phenyl-5,6-
dihydro—2H-1,2,4-triazepine—3-thio/ato—KzN",S)ruthenium(/l). Acta Crystallogr.,
Sect. C: Cryst. Struct. Commun., 2000. 56, e315-e316.

Pisiewicz, S., Rust, J., Lehmann, C.W., and Mohr, F., Cationic palladium(ll),
platinum(ll) and ruthenium(ll) complexes containing a chelating difluoro-
substituted thiourea ligand. Polyhedron, 29, 1968-1972.

Alagoz, C., Brauer, D.J., and Mobhr, F., Arene ruthenium metallacycles containing
chelating thioamide ligands. ). Organomet. Chem., 2009. 694, 1283-1288.
Henderson, W., Nicholson, B.K., and Tiekink, E.R.T., Synthesis, characterisation,
supramolecular aggregation and biological activity of phosphine gold(l)
complexes with monoanionic thiourea ligands. Inorg. Chim. Acta, 2006. 359,
204-214.

Dinger, M.B., Henderson, W., Nicholson, B.K., and Robinson, W.T,,
Organogold(lll) metallacyclic chemistry. Part 3. Self-assembly of the
nonametallic  gold(lll)-silver(l)-sulfido  aggregates  [{LAu(u-S),Aul }sAg:X]"
(L=cycloaurated N,N-dimethylbenzylamine ligand; X=Cl, Br), by thiourea
desulfurisation. J. Organomet. Chem., 1998. 560, 169-181.

Henderson, W., Nicholson, B.K., and Rickard, C.E.F., Platinum(ll) complexes of
chelating and monodentate thiourea monoanions incorporating chiral,
fluorescent or chromophoric groups. Inorg. Chim. Acta, 2001. 320, 101-109.
Henderson, W., Kemmitt, R.D.W., Mason, S., Moore, M.R., Fawcett, J., and
Russell, D.R., Thiadiazatrimethylenemethane and N,N',P-
triphenylphosphonothioic diamide complexes of platinum(ll). ). Chem. Soc.,
Dalton Trans., 1992. 59-66.

Henderson, W. and Nicholson, B.K., Synthesis and electrospray mass
spectrometry of platinum(ll) complexes derived from thiourea dianions and the
x-ray structure of [Pt{NMeC(=NCN)S}(COD)] (COD = cyclo-octa-1,5-diene).
Polyhedron, 1996. 15, 4015-4024.

Westra, A.N., Bourne, S.A., Esterhuysen, C., and Koch, K.R., Reactions of

halogens with Pt(ll) complexes of N-alkyl- and N,N-dialkyl-N'-benzoylthioureas:



Chapter Three — Sugar thioureas as anionic ligands 164

29.

30.

31.

32.

33.

oxidative addition and formation of an |, inclusion compound. Dalton Trans.,
2005. 17, 2162-2172.

Mautjana, A.N., Miller, J.D.S., Gie, A., Bourne, S.A., and Koch, K.R., Tailoring
hydrophilic N,N-dialkyl-N'-acylthioureas suitable for Pt(ll), Pd(ll) and Rh(Ill)
chloride pre-concentration from acid aqueous solutions, and their complex
separation by reversed-phase HPLC. Dalton Trans., 2003. 10, 1952-1960.

Egan, T.J., Koch, K.R., Swan, P.L., Clarkson, C., Van Schalkwyk, D.A., and Smith,
P.J., In vitro antimalarial activity of a series of cationic 2,2'-bipyridyl- and 1,10-
phenanthrolineplatinum(ll) benzoylthiourea complexes. J. Med. Chem., 2004. 47,
2926-2934.

Shaw lll, C.F.,, The biochemistry of gold, in Gold: Progress in Chemistry,
Biochemistry and Technology, H. Schmidbaur, Editor. 1999, John Wiley & Sons
Ltd: Chichester. p. 259-308.

White, C., Yates, A. Maitlis, P.M., and Heinekey, D.M., (n’-
Pentamethylcyclopentadienyl)rhodium and -iridium compounds. Inorg. Synth.,
2007. 29, 228-234.

Oliver, D.L. and Anderson, G.K., Substitution reactions of
(diphosphine)palladium(ll) and -platinum(ll) chloride and triflate complexes.
Polyhedron, 1992. 11, 2415-2420.



Chapter Four — Sugar gold(lll) iminophosphoranes 165

Chapter Four

Sugar gold(III) iminophosphoranes

4.1 Iminophosphoranes

Iminophosphoranes have a four-coordinate tetrahedral phosphorus with a
formal double bond to nitrogen, Figure 4.1, and are analogous to phosphorus
ylides. An alternative view of the structure is to consider the nitrogen as
negatively charged and the phosphorus positively charged. Unlike ylides there is
little debate about the double bond nature between the phosphorus and
nitrogen. They have a long history and have been known by many different
names such as phosphinimines, phosphazo compounds, (mono-) phosphazenes
and A>-phosphazenes amongst others. The first iminophosphorane was produced
by Staudinger and Meyer in 1919, by reacting phenyl azide with PPh;s to give N-
phenyliminotriphenylphosphorane, 38 [1], Figure 4.1. After their initial discovery

iminophosphoranes were largely neglected until the 1950’s [2].

A) R B) 38
N=—FP
R <
R 7
R %,
p
R Y
¥ “
R Y”//R
R
Figure 4.1 A) Two representations of the general structure of an iminophosphorane; B)

38, the first iminophosphorane synthesised.

In comparison to their analogous ylides, iminophosphoranes are particularly

stable. This is assumed to be from the delocalisation of electron density around
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the nitrogen onto the phosphorus [2]. The lone pair of electrons on the nitrogen

is accessible for bonding making the nitrogen a Lewis base.

4.2 Production of iminophosphoranes

There are two general routes to iminophosphoranes, either by directly forming
the bond between nitrogen and phosphorus or by forming the parent imine
(RsP=NH) and reacting the nitrogen with an electrophile. A selection of the direct

methods of synthesis will be discussed below.

4.2.1 Iminophosphoranes by direct methods

Scheme 4.1 summarises the direct methods discussed. The first method to
produce iminophosphoranes was the Staudinger reaction [1]. One of the most
elegant pathways, it is the reaction between an azide and a tertiary phosphine.
The reaction is widely applicable and can be used with a vast number of different
azides including but not limited to aromatic [1], aliphatic [3], silyl [4] and olefinic
[5], with the only limit appearing to be if the azide can be synthesised [2]. The
tertiary phosphines that will react are also numerous with alkyl, mixed aryl and
alkyl, amino and polymeric phosphines as a small sample of the possibilities [2].
This shows the vast array of iminophosphoranes accessible through this reaction.
The proposed mechanism for the Staudinger reaction, Scheme 4.2, starts with
the nucleophilic attack on the terminal (y) nitrogen to form a linear intermediate,
and then N, dissociates via a probable four-centred transition state [2]. If a chiral
phosphorus is used the reaction generally proceeds with retention of the

configuration [6].
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A)
R—N; + PR} — N=pPR; + N
R
B)
RsPBr gy + - HBr
+ ——> | R—NH=—PR; | Br —> /N—PRa
R'NHZ Rv
C)

®
R—NH, + PPhyCCl, ——> [ R——NH==PPh, o

D © Base
R—NH=—PPh; | CI= ——> N=PPh;
o
Scheme 4.1 Overview of methods for directly synthesising iminophosphoranes. A) The

Staudinger reaction between an azide and a tertiary phosphine; B) The
Kirsanov reaction with an amine and tertiary phosphine dibromide; C) The

Appel reaction between an amine and triphenylphosphine-carbon

tetrachloride.

a B Y a p Y
R——N=——N—/—=N + PR3 —» | R—N=/N—"N=7PR’3;
® O

R—N—N
Ry Ny~ o
R R'3FI’—/'N
Scheme 4.2 Proposed mechanism for the Staudinger reaction [2].

Another route for the direct synthesis is the Kirsanov reaction [7], Scheme 4.1.
When a tertiary phosphine is reacted with Br, a phosphine dibromide is formed,
R3PBr,. This can be reacted with an amine to form an aminophosphonium
bromide intermediate, [R'=NH-PRs]'Br’, by nucleophilic displacement of the
bromine by the nitrogen. With an aromatic amine the aminophosphonium
bromide intermediate is deprotonated during the reaction to form the
iminophosphorane; however with alkyl amines a deprotonating agent needs to

be added to convert the salt to the iminophosphorane. Another method is the
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Appel reaction [8], Scheme 4.1. This involves the reaction of an amine with a
phosphine-carbon tetrachloride complex, this forms an aminophosphonium

chloride; a base gives the iminophosphorane product.

4.3 Production of sugar iminophosphoranes

The first sugar iminophosphoranes produced were the acetylated glycosyl

versions using glucose, galactose, xylose and cellobiose in 1964 [9], Figure 4.2.

They were produced via the Staudinger reaction with the glycosyl azide and PPh;

in Et,0.
39h OAc
(0]
AcO Ph
AcO N§P/
OAc r//
Ph P
Figure 4.2 One of the first sugar iminophosphoranes produced, N-(triphenyl-

phosphoranylidene)- -p-glucopyranosylamine, 39h.

The Appel reaction has also been used to produce sugar iminophosphoranes; 7
(Chapter 2.2.1) was reacted with PPh; and carbon tetrachloride to give the
hydrochloride salt of the iminophosphorane which when treated with
triethylamine gave the iminophosphorane [10]. The same reaction was
attempted with 6-amino-6-deoxy-1,2:3,4-di-O-isopropylidene-a.-D-
galactopyranose but the iminophosphorane could not be isolated from the
hydrochloride [10], while the 6-azido-6-deoxy derivative reacted with PPhsz to
give the iminophosphorane [11]. The Staudinger reaction can also be used with
unprotected sugar azides; both [p-D-glucopyranosyl azide and [3-D-
galactopyranosyl azide react with PPhs in dry 1,4-dioxane to produce the

corresponding iminophosphoranes but these are susceptible to hydrolysis [12].
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4.3.1 Reactions of sugar iminophosphoranes

The wide variety of reactions that iminophosphoranes undergo means that sugar
iminophosphoranes have been used for a wide array of synthetic purposes.

Some of the uses are discussed below.

4.3.1.1 Reduction of azides by hydrolysis of iminophosphoranes

The ease of hydrolysis of the iminophosphorane has lead to its use in sugar
chemistry (and other fields) to reduce azide groups to amino groups with the
phosphine oxide as the by-product, Scheme 4.3. It has been shown that PMe;s at

low temperatures can selectively reduce azides [13], Scheme 4.3.

A) R R R
-Np +H0
R Ny + p — P N\ —_— P o + R NH,
o N R N
R R' R’
B) N3 N3
0] o
BnO PMej, THF, NaOH, 0°C BnO'
BnO > BnO
N3 o N3 o
o} o}
HO N3 HO N3
OBn OBn
Scheme 4.3 Reduction of azides by hydrolysis of iminophosphoranes. A) General scheme

for reduction of an azide to an amine. B) Selective reduction of a sugar azide

at low temperature [13].

4.3.1.2  Synthesis of amides via the Staudinger reaction

The nitrogen of an iminophosphorane is nucleophilic allowing reactions to occur
on it. It will react with acyl groups giving a variety of products. Previously

synthesising glycoamides directly involved the acylation of glycosylamines. This
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method had a number of limitations. In 1997 a synthetic route involving the
Staudinger reaction was reported [14]. In a one-pot reaction glycosyl azides are
reacted with PPhs and an acid chloride; after the addition of water the amide

product was formed, Scheme 4.4.

Cl 0o

Scheme 4.4 Synthesis of glycosylamides using PPh; and acid chlorides [14].

In 2000 a new reaction was developed where a methyl ester was used as an
electrophile trap with the nitrogen of the iminophosphorane undergoing an
internal rearrangement to form an amide, which was termed Staudinger ligation
[15], Scheme 4.5. Staudinger ligation has also been used to synthesis

glycoproteins [16].

o O
O
OCH, OCH;
oo
e [e) ——— /N—R
R—N3 @ N
R P R / \ R - P
G| P | P |
Ph Ph Ph
HO l
oHPH i
R
Q -
= N
R H
OCHs
P/O
ph\\\\\\ ‘
Ph

Scheme 4.5 The first Staudinger ligation reaction [15].
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The addition of a group to the phosphine that can be traced allows Staudinger
ligation to be used as a method for probing biological processes. For example a
sugar with an azide group was attached to the enzyme [-galactosidase, a
phosphine with the fluorescent molecular probe FLAG was added which reacted
with the azide and gave easy detection of the enzyme and allowed investigation
of its activity [17], Scheme 4.6. This method has also been used to study N-a-
acetyl-galactosaminyltransferases [18]. This method can be carried out in vivo.
An azido sugar was fed to mice; the sugar was incorporated into the cell walls of
the mice with the azide group still free. The phosphine with a FLAG tracer could
be fed to the mice and react with the tagged cells that had taken up the sugar

allowing them to be observed [19].

oHNs
o N CO,H
(o) 2!
e
HO
F
o)
.

T

O

| '
o N CoOH — '™
N
e OH o

0
HO

F

PPh, 5 R
MeO o) T

R = B-galactosidase o)

Phy

OoO=—g

Scheme 4.6 Use of Staudinger ligation to add the fluorescent molecular probe FLAG to an

enzyme [18].

Staudinger ligation can be used for acyl transfer to synthesise per-O-acetyl-j3-
glycosyl amides. If a glycosyl azide is reacted with a PPh; derivative modified with
a ortho ester group, the resulting iminophosphorane undergoes acyl transfer to

produce B-glycosyl amides [20], Scheme 4.7.
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Scheme 4.7 Reaction to produce per-O-acetyl-f-glycosyl amides, via Staudinger ligation

[20].

4.3.1.3  Aza-Wittig reaction

Another synthetic use of iminophosphoranes is the Aza-Wittig reaction where an
iminophosphorane is reacted with a carbonyl to produce an imine, Scheme 4.8.
This is a versatile reaction and an internal Aza-Wittig reaction can be used to
produce nitrogen heterocycles [21]. It has been used in carbohydrate chemistry

to produce sugar carbodiimides [22, 23].

R4 R3 R4 R3
\P_—N + o —> \P_—O + N—R
& ~ < 2
R\\l R> R\\
'R Rs 'R Rs
Scheme 4.8 General form of the Aza-Wittig reaction.
4.4 Reaction of iminophosphoranes with metals

Iminophosphoranes show a very wide variety of bonding modes to metal
centres. Vicente et al divided the bonding modes into a series of classes [24],
Figure 4.3. The first class, I, is when the iminophosphorane is acting as a simple
nitrogen donor ligand; the basicity of the nitrogen is the driving force behind the
complexes. When 38 is reacted with PdCl, the p-chloride bridged dimer, [PdCl(u-
Cl)(N(Ph)=PPhs)],, is formed [25]; if half a molar equivalent of PdCl,(PhCN); in

acetone is used, the similar trans-PdCl,[N(Ph)=PPhs], species is formed [26],



Chapter Four — Sugar gold(lll) iminophosphoranes 173

Figure 4.4. The other classes are based around a carbon atom forming a o bond
to the metal centre. Groups lla and llb are cyclometalated compounds with the
metal o bond to an alkyl and aryl carbon respectively. llc is the same as llb except
the metal is no longer coordinated to the nitrogen and so is not cyclometaled.
Class Il has the metal bonded to the ortho carbon on the nitrogen substituent. If
the metal is bonded to the phosphorus substituent it is termed endo, while if it is

bonded to the nitrogen substituent it is exo [24].

' Rl; lla R, /R
= :iD CP
NN
N R R'—N// \CH—R"
' N/
M M
R
b llc 11 R///‘
R R “p—R

RI”'""P RI”’""P //
/ //

r—N r—N
M M M
Il = Endo Il = Exo
Figure 4.3 1) Metal only coordinated to nitrogen; lla) Cyclometalated to an alkyl carbon;

IIb) Cyclometalated to an aryl carbon; lic) Metal o bonded to ortho carbon
on phosphorus and not coordinated to nitrogen; Ill) Metal bonded to ortho
carbon on nitrogen substituent, exo coordination. Class Il are endo while

class Il are exo [24].

A) /Ph B) /Ph
_—N Cl c _—N (@]
N PheP=— N/
ANV N
a a /N¢ PPhs a /N¢ PP
Ph Ph
Figure 4.4 38 acting as a nitrogen donor to palladium. A) u-chloride bridged dimer [25];

B) A trans-PdL,Cl, type monomer [26].
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441 Cyclometalation reactions

This laboratory is interested in iminophosphoranes due to their ability to be
involved in cyclometalation reactions [24, 27-30]. A cyclometalation reaction is a
reaction of a transition metal complex in which a ligand undergoes an
intramolecular metalation with the formation of a chelate ring containing a
metal-carbon o bond [31]. Figure 4.5 shows examples of cyclometalated
iminophosphoranes derived from 38 that this laboratory has produced. The
iminophosphorane acts as a mono-anionic N,C-chelating ligand with the ortho

aromatic carbon forming a o bond to the metal.

Phl//,, Phll/n
N N
Ph—" N\ Ph/

Mn(CO)4

Figure 4.5 Examples of 38 undergoing cyclometalation reactions to act as a monoanionic

N,C-chelating ligand; 40 [30] and 41 [27].

4.4.2 Routes to cyclometalation

Cyclometalated iminophosphoranes are accessible either by direct metalation or
through ortho-lithiation of the iminophosphorane followed by transmetalation.
Direct metalation was first developed by Alper who reacted Ph3P=NC¢H,CH;5 with
Na,[PdCl4] to form a p-chloride bridged dimer [29]. It was shown that reacting 38
with  PhCH,M(CO)s (M = Mn or Re) would also directly metalate
iminophosphoranes [30]. Vicente et al showed that direct metalation could give
different products depending on the metal used [24]. When 38 is reacted with
Pd(OAc),, it is metalated on the phenyl group attached to the phosphorus to give
the endo product; while Hg(OAc), metalates the phenyl group on the nitrogen to

give the exo product, Scheme 4.9.
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Ph
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- N
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38 /\//X
HgCl 7> X=0OAc
Scheme 4.9 Scheme showing the difference in reactivity of 38 to direct metalation;

Hg(OAc), gives the N-phenyl metalated exo product, while Pd(OAc), gives
the P-phenyl metalated endo product [24].

The metalation of the iminophosphorane in different positions is a problem if the
endo product is wanted. To get around this problem, ortho-lithiation of the
iminophosphorane can be used instead. Wei et al showed that reacting 38 with
methyl or phenyl lithium would produce the ortho-lithiated iminophosphorane
which could be transmetalated to a variety of metal chloride metalocycles

including aluminium, gallium and palladium [32], Scheme 4.10.

Phllll,, P/Q
ph—N /

Li Li- -

Ph—— \
Ph T\ Et \ P
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Phll““"P Ph\\\\\llP PhII”“'P
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Ph/N\ Ph— \M
M
N s \CI l NG
N\
M= Al,Ga Ph
42
Phii, 43: M = Rh
/ 44: M =1r
Ph/N\
s _Pd

Cl

%

Scheme 4.10 Scheme showing the reaction of the ortho-lithiated iminophosphorane to
form a variety of different metalocycles. Al, Ga and Pd [32]; M(COD) (M = Rh
orlr) [33].
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Over the past 10 years a large number of articles have been published on
cyclometaled iminophosphoranes with a wide variety of functional groups to
produce many different structural features. Figure 4.6 shows a tridentate

iminophosphorane platinum example.

Figure 4.6 A tridentate platinum iminophosphorane [34].

If the group on the nitrogen is replaced with a carbohydrate it should be possible
to produce a cyclometalated iminophosphorane with the associated benefits
mentioned in Chapter One that carbohydrates contribute. This work was carried

out to see if cyclometalated iminophosphoranes could be made with sugars.

4.5. Sugar azides

Three different types of sugar azides were used for this work; Glycosyl azides, an

acetamido azide and a fructopyranoside based azide.

4.5.1 Glycosyl azides

Since the Staudinger reaction was the easiest way to produce
iminophosphoranes, sugar azides were needed. They were easily synthesised
from sugars and the general overall route to 1,2-trans-per-O-acetyl-B-glycosyl

azides is shown in Scheme 4.11. Sugars can be readily acetylated using acetic
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anhydride and a basic or acidic catalyst. Traditional catalysts have included
pyridine, sodium acetate, zinc chloride and perchloric acid [35]. A more recent
method involves using iodine as the catalyst [36, 37]. While this gives a mixture
of anomers, the next step of bromination with HBr in acetic acid [38], reacts with
both a and [ acetates to give the thermodynamically favoured a-glycosyl
bromide (due to the anomeric effect), removing the need to separate the
anomers. The bromide is easily displaced with sodium azide by nucleophilic
substitution in an acetone solution with water present to solubilise the azide ion
[39]. This method is only applicable to 1,2-trans sugars, so mannose with the 02

oxygen in the axial position would not produce the azide product.

\

Hom - ACO%

OH OAc
OH OAc
l i)
N3
OAc OAc
Br

{
\

Scheme 4.11 i) Acetic anhydride, cat. |,; ii) HBr, acetic acid; iii) NaN;, acetone, H,0.

Three sugars were used to synthesis glycosyl azides, D-glucose, D-galactose and L-
arabinose, Figure 4.7. This reaction can be extended to many other sugars such

as dissacharides.

OAc 45h 0AcOAC 45i OAG 45
o o (0]
AcO
AcO N3 AcO N 3 AcO N3
OAc OAc OAc

Figure 4.7 The three glycosyl azides used for the Staudinger reaction.
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Azide compounds are notorious for their explosive nature. However as the
percentage of nitrogen in the azide decreases they become less explosive. The
Smith rule [21], shown in Figure 4.8, is an indication of whether an organic azide
will be non-explosive. If the sum of the carbon and oxygen atoms divided by the
number of nitrogen atoms is greater or equal to three, the azide will be non-
explosive. Since the nitrogen content of all the sugar azides was so low no special

precautions were taken with the manipulation of them.

N+ N
¢t >3
Ny
Figure 4.8 The Smith rule for organic azides [21].
4.5.2 Acetyl glucosamine acetamido azide

The second azide studied was based on the azide group RCOCH;Ns.
Iminophosphoranes derived from this azide have been previously looked at with
Ph3P=NCH,COR (R = OMe or NMe;); these iminophosphoranes undergo direct
metalation [40]. This group is able to be attached to different carbohydrate
moieties such as an amine or hydroxyl. There are a number of possibilities to
synthesize the RCOCH;,N; group. Bromo acetyl bromide, BrCOCH,Br, appeared to
be the best route to these azides. The acid bromide can easily react with alcohols
or amines to give an ester or amide respectively. The CH,Br derivative was
chosen over CH,CI for the greater leaving potential of bromide over chloride.
Once the ester or amide has been formed the bromide from the CH,Br group

could be displaced by an azide ion in a nucleophilic substitution.

7 provided an easily accessible amine group for the reaction with bromo acetyl
bromide. By modification of several existing methods [39, 41], the azide 45k
could be synthesised in a one pot reaction, Scheme 4.12. 7 was dissolved in

acetone with bromo acetyl bromide and an excess of 2,6-lutidene and stirred at
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0°C for one hour. The use of a sterically hindered base prevents acylation of the
base occuring. NaNs was added along with water and stirred for 16 hours. Water
and HCl was added and 45k extracted with CH,Cl,. Recrystallisation from hot
ethanol gave the azide. The RCH,Br compound shown in Scheme 4.12 has been
made previously by reacting 7 with (BrCH,CO),0 [42]. The RCH,CIl derivative has
been made by reacting 7 with chloro acetyl chloride in chloroform with 2,6-
lutidene [41]. These RCH,X compounds show anti-cancer properties [42, 43]. The
azide has been produced by reacting the RCH,Cl derivative with NaNs; in DMF
[44]. This current method is not only a one pot reaction but also avoids the use

of DMF. The *H and **C NMR spectra of 45k agree with the literature values [44].

0]

7
OAc o OAc _ OAG o OAc
NH, i) N CH,Br
OAc OAc
AcO AcO
i)

/ i
OAc O OAC )}\

45k N CHaNa
OAc
AcO
Scheme 4.12 One pot synthesis of 45k from 7. i) BrCH,COBr, acetone; ii) NaN;, acetone,
H,O.
4.5.3 Fructopyranoside azide

The final azide that was investigated was 2'-azidoethyl 1,3,4,5-tetra-O-acetyl-3-D-
fructopyranoside, 451 [45]. Scheme 4.13 shows the production of 45l. This was of
interest as the azide now had an ethylene spacer between the azide and the

sugar.
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Scheme 4.13 Synthesis of 451, i) Acetic anhydride, pyridine; ii) DMF, NaNas [45].

Since the literature on the azide only partially assigned the NMR spectrum, a full
range of experiments were run to fully assign the spectra. The NMR data
supports the *Cs conformation. The coupling constant for Juz,ua is 10.2 Hz which is
indicative of a dihedral angle of 180° between the two protons (from the vicinal
Karplus correlation), while a much smaller coupling constant would be expected
for °C, (~2 Hz for a 60° dihedral angle). On the same grounds the coupling
constants for Jys e and Jus e Of 1.3 and 1.7 Hz is also as expected; in the 2Cs
conformation both H6 protons are at a 60° dihedral angle to the H5 proton and
would be expected to give the same coupling constant. Since the anomeric effect
is stronger in non-polar solvents it would be expected that in chloroform the O-

CH,CH,-N3 group would be in the axial position.

4.6 Reaction of azides with phosphines

With the azides in hand, it was a simple reaction to produce iminophosphoranes
with a slight modification of the method of Messmer et al [9]. The azides were
dissolved in CH,Cl, with the phosphine under nitrogen and stirred for 1.5 hours,

and solvent removed under vacuum.
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4.6.1 Reaction of sugar azides with PPh3

When 45h was reacted with PPh;s it produced the reported product 39h [9] which
was stable and produced X-ray quality crystals as discussed below. 45k also
reacted cleanly with PPh; as shown by ESI-MS but the product was only
characterised by NMR and used directly in cyclometalation attempts. Figure 4.9
shows the two iminophosphoranes. When the fructoside 45l was reacted with
PPhs the iminophosphorane was observed by ESI-MS as [M+H]" but attempts to
isolate it only lead to decomposition, the ethylene group leaves the

iminophosphorane vulnerable to hydrolysis.

39h OAc
(0]
AcO Ph
AcO N,
OAc .
///Ph
Ph
39k 0
Ph
OAc o OAc N§R/
N ~
H 2
OAc ph Ph
AcO
Figure 4.9 The two sugar iminophosphoranes derived from PPh;.

P NMR of 39h and 39k showed the typical chemical shift for
iminophosphoranes at 22.1 and 23.6 ppm respectively. As discussed later this is

indicative of an iminophosphorane that has not been cyclometaled.
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4.6.1.1 Crystal structure of 39h

Recrystallisation of 39h with dichloromethane and hexane gave crystals suitable
for X-ray diffraction. 39h formed monoclinic crystals in the space group P2;. This
structure was slightly unusual with a B angle of exactly 90°;, there was no
ambiguity with the orthorhombic system with a successful refinement in P2, and
only two molecules in the unit cell. Appendix Two gives the details of solving the

structure. Figure 4.10 shows the geometry of 39h.
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Table 4.1 gives selected bond lengths and angles for 39h. Compared with other
iminophosphoranes with alkyl groups on the nitrogen the C—N and N=P bond
lengths are similar as is the C—N=P bond angle [46, 47]. The C—N=P bond angle for
38 is larger at 130.4(3)°. While the phosphorus is approximately tetrahedral
there is a slight distortion in the N=P-C angles, with the carbons cis to the
nitrogen substituent having slightly larger angles. This is seen in the structure of
38 [48] and for some alkyl iminophosphoranes [46, 47]. The torsion angle for C2—
C1-N1-P1is 176.8(1)°. The sugar portion of the molecule is as expected. The ring
is in the expected “C; conformation which puts the N=PPhs group in the most
stable equatorial position as opposed to the axial position. The acetylated

hydroxylmethyl group has adopted the gt conformation.

39h
C1-N1 1.408(12)
N1=P1 1.5708(9)
C1-N1=P1 120.8(7)

N1=P1-C11 108.80(5)
N1=P1-C21 113.07(5)
N1=P1-C31 115.52(5)

Table 4.1 Selected bond lengths (A) and angles (°) for 39h.

4.7 Metalation of sugar iminophosphoranes

With 39h in hand metalation was attempted. The presence of the acetyl groups
precluded the use of lithium reagents so direct metalation methods were
attempted. The method of Vicente et al [24], using Hg(OAc), and Pd(OAc),, was
tried as was the Leeson et al PhCH,Mn(CO)s method [30]. None of the reactions
gave any sign of cyclometalation occuring. ESI-MS of the reaction mixture
showed no indication of metal coordination to the iminophosphorane. To test
this 39h was stirred with PdCl, in acetonitrile. ESI-MS again showed no sign of

any coordination. A space filling model based on the crystal structure showed
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that the nitrogen was very sterically crowded. Figure 4.11 shows a comparison of
the space filling model of 39h with 38. The acetate group on 02 is blocking
access to the nitrogen. Since the cyclometalation reactions are assumed to
require the metal to coordinate to the nitrogen first, this appeared to be a major

stumbling block to carbohydrate derived cyclometalated iminophosphoranes.

Figure 4.11 Comparison of the space filling diagram of; A) 38; B) 39h. This shows the

crowded nature of the nitrogen atom in 39h.

Direct metalation was also attempted with 39k, but again no product could be
detected or isolated. Some proposed mechanisms for direct cyclometalation
start with the coordination of the metal to the nitrogen, Scheme 4.14 shows the
proposed mechanism for the direct metalation by Pd(OAc),. It can be
hypothesised that the lack of availability of the nitrogen hinders the direct

metalation.
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Scheme 4.14 Proposed mechanism for cyclometalation of MeCs;H,N=PPh; by palladium

acetate [24].

Since the sugar iminophosphoranes couldn’t be directly metalated, another
route to cyclometalated compounds was needed. To get around this issue two
methods were investigated. Firstly a less sterically crowded phosphine was used.

Secondly premetalation of a phosphine was investigated.

4.7.1 Reaction of 45h with Me,PhP

The phosphine Ph,MeP has been used to produce cyclometalated
iminophosphoranes [49]. To investigate the possibility that a much less sterically
hindered phosphine would allow direct metalation, 45h was reacted with
Me,PhP using the above method. The product was an impure oil and attempts to
purify the product only lead to decomposition. Evidently the sterically crowded
nature of the PPhs phosphine also helps to prevent the hydrolysis of the

iminophosphorane bond in 39h.

4.7.2 Pre-metalation of a phosphine

The second method was the pre-metalation of a phosphine. For this the ortho-
mercurated diphosphine [Hg(2-C¢H4PPh,),], 46, shown in Figure 4.12 was used.
Since it has a phosphine group free it reacts with azides to produce mercurated
iminophosphoranes which can be transmetalated. This method of producing

cyclometalated iminophosphoranes was developed by Kilpin et al, who used it to
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produce the gold(lll) iminophosphorane shown in Figure 4.12 [50]. The
diphosphine is synthesised by reacting 1,2-dibromobenzene, "BulLi and Ph,PCl to
produce 2-BrCgH4PPh, which can be lithiated to give 2-LiCcH4PPh, [51]. When
reacted with HgCl, in Et,0 46 is produced [52], Scheme 4.15.

A) Ph B)
Phiny, ‘P Ph

P

\”IIII Ph

Ph
Figure 4.12 A) 46; B) A gold(1ll) iminophosphorane made via 46 [50].
Ph
Ph///ll/,P
Ph
Br i) Ph////,,,P ii)
- Hg 46
Br Br
P'l//////Ph
Ph
Scheme 4.15 Reaction scheme for 46. i) Ph,PCl, "Buli, THF, Et,0, -110°C; ii) "BulLi, HgCl,,
Et,0.

With 46 in hand it could be reacted with the sugar azides to produce the ortho-
mercurated iminophosphane intermediate 47, which could be transmetalated,
Scheme 4.16. The details of the transmetalation to gold(lll) iminophosphoranes
for each sugar azide is detailed below. The intermediate, 47, was not isolated but
used directly in situ for cyclometalation. This method of producing pre-metalated
iminophosphoranes side steps the steric issues with directly metalating sugar
iminophosphoranes. While gold(lll) iminophosphoranes were produced there is

potential to transmetalate to a wide variety of different metals.
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Scheme 4.16 General reaction scheme to form the cyclometaled sugar iminophosphoranes
from 46.

4.8 Gold(III) iminophosphoranes

4.8.1 Glycosyl gold(III) iminophosphoranes

The azide sugar 45h was reacted with 46 the same as for the other phosphines
above. Monitoring of the reaction by *'P NMR and ESI-MS showed that the
intermediate mercurated iminophosphorane, 47h, had fully formed after 1.5
hours. Removal of the solvent gave 47h which could be used directly. The ion
[AuCl4]” has been used to produce gold(lll) iminophosphoranes [27, 28, 50] as
well as other gold(lll) C,N compounds [53-55] by transmetalation. To 47h was
added [NMe4][AuCls] and dry acetonitrile and stirred for several days in the dark.
[NMe,]Cl is sometimes added to transmetalations to speed up the reaction by
forming the insoluble salt [NMe4][HgCls], this was tried for these reactions but no
significant increase in yield or decrease in reaction time was seen. Monitoring by
ESI-MS showed the slow disappearance of the mercurated sugar
iminophosphorane and the appearance of the cyclometaled gold(lll) compound.
After removal of HgCl, by filtration, the solvent was removed under vacuum and
recrystallisation of the residue with CHCl; and petroleum spirits gave yellow
crystals of 48h, Figure 4.13. While they were air and moisture stable, if left at
room temperature after 1 month decomposition was seen to occur with the

compounds turning purple because of the presence of colloidal elemental gold.
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However if they were stored at -15 °C, they were stable for over a year. The

other glycosyl azides 45i and 45j reacted the same way.

48h OAc Ph
o Phllln,,‘P
AcO //
AcO N\

Figure 4.13 The cyclometaled gold(lll) sugar iminophosphorane 48h.

4.8.2 ESI-MS

ESI-MS of the compounds 48h-j showed several consistent ions. The main ion
was from the loss of a chloride to give [M—CI]" with a less intense ion from
[M+Na]*. This is a different mode of ionisation from that seen for the
intermediate 47, which is seen while monitoring the reaction and forms the ion
[M+H]". This difference is because of the availability of the nitrogen to be
protonated, since mercury only weakly interacts with the nitrogen while gold

forms a strong bond.

4.8.3 31P, 1H and 13C NMR

1P NMR is a very useful tool and allows quick, direct and diagnostic detection of
changes in the phosphorus environment. Figure 4.14 shows the clear changes in
chemical shift of the series of iminophosphoranes using the sugar azide 45h.
With the free phosphine 46 the shift is 0.38 ppm. Upon reaction with the azide to
form 47h there is a clear shift downfield to 21.2 ppm. Once the compound has
been cyclometaled and the phosphorus contained in a cyclic system, there is

another large downfield shift to 60.3 ppm. This large downfield shift is a
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diagnostic indication that the phosphorus is in a cyclic system [56]. For 46 and

47h *°Hg satellite peaks can be seen from 3JHg,P coupling.

A)
B)
C)
""""" I N A L R
60 50 40 30 20 10 0 ppm
Figure 4.14 *P NMR spectra comparing the changes of chemical shift for; A) 46 B) 47h C)
48h.

'H NMR also has some diagnostic signals with the anomeric proton, H1. The
changes in this signal can clearly indicate what is happening to the group
attached to the anomeric carbon. Figure 4.15 shows a series of "H NMR spectra
showing the change in the anomeric proton signal for galactose (i). For the fully
acetylated sugar (A) it is at 5.65 ppm and the coupling constant (8.3 Hz) shows it
is the B anomer. Once it has been brominated (B) the bromine has shifted the
signal downfield to 6.69 ppm, and the coupling constant (4.0 Hz) shows the o
anomer has formed. For the azide, 45i, it has shifted upfield to 4.59 ppm and is
back to the B anomer. In the gold(lll) chloride iminophosphorane the normal
doublet signal becomes a doublet of doublets at 6.21 ppm. This is due to the
three bond coupling to the phosphorus atom and gives a 3JH1,p coupling constant

of 18.1 Hz. The B anomer has been retained.
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A) *

) I j ) i ) I j ) ) j I ) ) ) ) T j ) ) ) |
6.5 6.0 5.5 5.0 ppm

Figure 4.15 H NMR spectra showing the change in the anomeric proton signal by
comparing. A) R-OAc B) R-Br C) 45i D) 48i. R = Per-O-acetyl galacosyl. The

anomer proton is marked with an asterisk.

For the rest of the "H NMR spectrum the typical sugar signals are seen and could
be easily assigned. The difference in the position of the hydroxyl group at C4 for
glucose (h) and galactose (i), Figure 4.16, was easy to see in the H NMR
spectrum, Figure 4.17. H4 in glucose is in the axial position and has a vicinal angle
of 180° with H3 and H5, while for galactose it is equatorial and the vicinal angle is
60°. This smaller angle leads to small coupling constants for H3, H4 and H5 which
can be seen in Figure 4.17. This is also seen in the *H-'H COSY with no cross peak
seen between H4 and H5. The spectrum for 48j was harder to interpret since H1
and H2 were very broad signals. 48j also has an equatorial proton at C4 and small

coupling constants were also seen.
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/g L
Figure 4.16 Difference at C4 between; A) Glucose; B) Galactose.
H3 He6b
H2? H4 H5 HBa
H1
H1 H4 M Heb Hea
—
6.0 5.5 5.0 4.5 4.0 ppm
Figure 4.17 Portion of the 'H NMR spectrum comparing; A) 48h; B) 48i.

The aromatic region in the 'H NMR spectrum is difficult to interpret because of
the number of slightly inequivalent protons leads to large amounts of

overlapping signals and was not assigned.

In the *C NMR spectrum sugar signals were as expected; the anomeric carbon
(C1) showed splitting from Z.Ic’p coupling of ~5 Hz. The aromatic region was
complex with many slightly inequivalent carbon atoms as well as coupling to the

phosphorus atom and this area was not assigned.
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4.8.4 Crystal Structure of 48h and 48j

Recrystallisation of 48h and 48j with dichloromethane and hexane produced X-
ray quality crystals. They both formed monoclinic crystals in the P2, space group.
48j had two independent molecules in the unit cell, with two chloroform
molecules and a hexane molecule in the lattice with disorder in one of the
chloroform molecules. Appendix Two gives details of the structure solution.
Figure 4.18 shows the geometry of 48h, while Figure 4.19 shows 48j. The final
solution for 48j contained a large residual peak close to the gold, caused by

ripples from the gold atom.
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Table 4.2 shows selected bond lengths, bond angles and torsion angles for 48h
and 48j and a comparison with 39h. All the Au, C—-N and N=P bond lengths are
similar to those reported for 41 [27]. Both sugar portions of the molecules show
the “C; conformation. In comparison to the D-glucose structure the L-arabinose
compound lacks the hydroxymethyl group on C5 and O4 is axial instead of
equatorial. The acetylated hydroxylmethyl group of 48h has the gt conformation.
As a note, even though 48j has the same configuration as the glucose version, it
is assigned the a configuration since it is an L-sugar rather the B configuration for
the D-sugar of 48h. Despite the major change in the environment around the
carbohydrate of 48j compared to 48h there are major similarities with the

triphenylphosphine and metalocyclic rings essentially identical between the two

compounds.
39h 48h 48j
Molecule A Molecule B
Aul-Ci1 NA 2.348(2) 2.377(2) 2.366(2)
Aul-CI2 NA 2.272(2) 2.283(2) 2.274(3)
Au-C NA 2.068(7) 2.043(10) 2.040(9)
Au-N1 NA 2.038(5) 2.026(8) 2.041(9)
C1-N1 2.272(2) 1.449(8) 1.421(11) 1.437(11)
N1-P1 1.5708(9) 1.612(6) 1.644(7) 1.608(8)
C-Au-N | NA  856(33  8.6(3) 85.1(3)
C-N=P 120.8(1) 121.9(4) 121.1(6) 123.4(7)
P1=N1-C1-C2 176.8(1)  93.1(6)  949(8) 91.6(9)
Table 4.2 Selected bond lengths (A), bond angles (°) and torsion angles (°) for 39h, 48h
and 48;.

In both compounds the gold(lll) is square planar. If a plane is calculated through
Aul, ClI1, CI2, N1 and the metalated carbon, for 48h the largest deviation is
0.065(3) A for the metalated carbon, C20. For 48j the largest deviations are also
for the metalated carbon, C13, with 0.124(4)A and 0.065(4)A for molecule A and

B respectively. The trans influence can be seen in the lengthening of the Au—Cl
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bond trans to the carbon for 48h (2.348(2) A and 2.272(2) A for Aul—Cl1 and

Aul1-CI2 respectively), and this is also seen in 48j.

Both metalocyclic rings show puckering with an envelope conformation with the
nitrogen out of the plane. If a plane is defined by Au—C—C—P it is essential planar;
for 48h the largest deviation is 0.008(4) A. The plane is slightly less planar for 48j
with the largest deviations being 0.068(6) A and 0.062(6) A for molecule A and B
respectively. The nitrogen is displaced from the plane by 0.411(7) A for 48h while
for 48j it is 0.472(9) A and 0.38(1) A respectively. While there are examples of
iminophosphoranes having a relatively flat metalocyclic ring, such as 40 [30], all
reported Au(lll) compounds give envelope conformations with large deviations

for the nitrogen atom [27, 28].

The torsion angle of C2—C1-N1-P1 is 93.1(6)° for 48h, while for molecule A and B
of 48j the angles are 94.9(8)° and 91.6(9)° respectively. For 39h it is 176.8(1)°
showing that the triphenylphosphine group has been twisted substantially which
points the lone pair of electrons on the nitrogen away from the acetate group on
C2 of the sugar and instead points them down. It can be assumed that this
provides steric relief which allows the complex to form. It is unclear why this
rotation could not happen in 39h to allow direct metalation to occur if steric
hindrance of the nitrogen prevents it from happening. Figure 4.20 shows this
twisting with a comparison between 39h and 83h. This puts one of the phenyl
rings above the carbohydrate ring. Despite having an axial acetate group at C4,

48j has the phenyl ring in a similar position.
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The strength of the nitrogen bond to the gold can be seen by the lengthening of
the N1-P1 and C1-N1 bond as electron density is removed from the nitrogen-
phosphorus bond by the gold centre. For example if 39h and 48h are compared
N1-P1 has increased to 1.612(6) A from 1.5708(9) A, while C1-N1 has increased
to 2.348(2) A from 2.272(2) A). The C-N=P bond angle for 48h is similar to 39h

showing little change upon cyclometalation.

The bite angle of C-Au—N is 85.6(3)° for 48h and 85.6(3)° and 85.1(3)° for Aand B
of 48j. This is comparable to known cyclometalated iminophosphoranes such as

40 (83.5(2)° [30]), 41 (84.9(2)° [27]) and 42 (85.45(10)° [32]).

4.8.5 Deviation of the nitrogen in the metalocyclic ring

Looking at the differences in the deviation of the nitrogen in the metalocyclic
ring for the sugar iminophosphoranes with other complexes, it was wondered if
any reason for the differences could be found and quantified. An obvious feature
to look at is the size of the metal. A number of different cyclometalated
compounds derived from 38 have been reported in the literature, and made a
good basis for examining any trends. Table 4.3 summarises the nitrogen

deviations for some reported complexes.

Metal Deviation of the Bite angle (°)
nitrogen atom (A)

40[30] Mn(l) 0.166 83.5(2)
43 [33] Rh(l) 0.247 84.90(9)
44 [33] Ir(l) 0.268 84.77(19)
41[27] Au(lll) 0.55 84.9(2)
42 [32] Pd(ll) 0.612 85.45(10)
Table 4.3 Table of the nitrogen deviations for some of the C,N metalated compounds

derived from 38, and the bite angle.
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Even with a wide variety of different metals and ligands attached to them, the
bite angle of the iminophosphorane is remarkably consistent at ~84°. This bite
angle is also seen for iminophosphoranes with non-aromatic groups on the
nitrogen such as the sugar compounds above or tertiary butyl examples [28]. If a
different sized metal is inserted into the five-membered metalocyclic ring, the
ring must deform to retain the same bite angle, and apparently the
iminophosphorane prefers to push the nitrogen atom out of plane to do so. A
search of the CCDC database for PPh; derived cylcometalated
iminophosphoranes confirmed this with all examples where there was puckering
of the five membered ring was from the displacement of the nitrogen atom. The
relationship between the amount of deviation versus the size of the metal was
investigated to quantify it. This was hampered by a lack of an appropriate
measurement scale to relate the different metals, oxidation states and
coordination geometries. Several different data sets of covalent radii [57, 58]
were tried but no relationship could be found. Using ionic radii for the metals
surprisingly gave a good fit (R factor of ~0.95) but this is likely a coincidence, and
their use cannot be justified for these compounds. The size of the metal is likely
to be a factor since a plot of deviation verses atomic number or mass number
shows a rough correlation (R factor of ~0.753) but unfortunately the relationship

could not be quantified.

4.8.6 Acetyl glucosamine acetamido iminophosphorane

The azide 45k was reacted with 46 and [NMey][AuCl,]. There are two potential
binding modes for the acetamido group, as either a bidentate or tridentate
ligand, Figure 4.21. The ligand Me;NCOCH,;NPPh; shows the tridentate form of
bonding with palladium [40], Figure 4.22. When the reaction mixture was
analyzed by ESI-MS an ion was observed corresponding to the tridentate binding
mode as [M+Na]*. When the reaction was worked up the *H NMR spectrum
showed a complex spectrum from which nothing could be determined. Upon

standing the sample decomposed and so was not investigated further.
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Figure 4.21 The two forms of bonding the acetyl glucosamine acetamido

iminophosphorane could have; A) Bidentate; B) Tridentate.

CI
MezN)k/ \P
PhS Ph
Figure 4.22 Form of bonding seen for the metalated RCOCH,NPPh; type
iminophosphorane [40].
4.8.7 Ethyl fructopyranoside iminophosphorane

The iminophosphorane derived from 451 and PPhs was unstable to hydrolysis. It
was thought that if the iminophosphorane was cyclometalated it might be more
stable since the gold(lll) would block access to the nitrogen. 45l was reacted with
46 and [NMey4][AuCl,] as above. ESI-MS showed ions that suggested the complex,
48l, shown in Figure 4.23 had formed with ions tentatively assigned as [M+Na]’,
[M+K]" and [M+NMey]*. The reaction mixture was worked up to give a yellow
residue which decomposed forming colloidal gold and producing a gold mirror on
an NMR tube. This showed that the ethylene spacer was still very susceptible to

hydrolysis and was not investigated further.



Chapter Four — Sugar gold(lll) iminophosphoranes 202

Ph

48| P
N
O/\/ \Au
o
OAc
o]
OAc
AcO
OAc

Figure 4.23 Cyclometalated iminophosphorane observed in ESI-MS.
4.9 Reactions at the Au(III) centre

For C,N cyclometalated gold(lll) dichlorides, a variety of different ligands can

displace the chlorides on the gold(lll) atom. Three examples are looked at below.

4.9.1 Reaction with PPhs

There are a large number of C,N-cyclometaled gold(lll) dichloride compounds. An
important property of these compounds is how strong the gold—nitrogen bond is.
The strength can be gauged by the reaction with various reagents to see if a
gold—chloride or the gold—nitrogen bond is broken; PPh; has been used to test
this [59]. Scheme 4.17 shows the two possible pathways; either one of the
chlorides is displaced to form a cation or the nitrogen is displaced to form a
neutral compound. Previous work has shown that the gold—nitrogen bond in
iminophosphoranes are very strong and resist displacement by PPhs [28]. It was

not expected that the carbohydrate iminophosphoranes would be different.
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S N
N\ /CI \ /CI VY
—_— Cl Cl
Au\ PPhs Au \ /CI
Au PPh
Cl PPh, — AU
cl PPh;
Scheme 4.17 Two possible products of reacting a C,N-cyclometaled gold(lll) dichloride

with PPhs; A) [53]; B) [60].

48h was reacted with PPhs using the reported procedure [28], where the
iminophosphorane, PPhs and NH4PFs were stirred in CH,Cl, to produce 49h.
Scheme 4.18 shows the two possible products. ESI-MS of the product showed a
very intense ion corresponding to the cation in Scheme 4.18. If the cation had
formed this would be expected since it wouldn’t have to ionise in the machine to

be seen and so would be easily observed.

Ph

A) Ph//l/

\?

Ph PPhg AcO N
Y / OAc
WO Phili.p NaPFg
W/ d

AcO N
N
OAc /Au\ X B) Ph//u
cl cl
AcO/
Ph3P\
Scheme 4.18 Reaction of gold(lll) dichloride iminophosphoranes with PPh; showing the

two possible reaction paths; A) PPh; displaces one of the chloride ligands; B)
PPhs displaces the Au—N bond.

While this was only moderate evidence for the cation formation, the *'P NMR
spectrum of 49h was definitive. It showed two signals, one at 63.5 ppm from the

iminophosphorane and one at 37.5 ppm from PPh;, Figure 4.24. The high
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downfield position of the iminophosphorane phosphorus indicated that it is still

in a metalocyclic ring.

T T T T T ]
60 55 50 45 40 ppm

Figure 4.24 *p NMR spectrum comparing; A) 49h; B) 48h.

The 'H NMR spectrum showed large changes. The carbohydrate signals were
very broad so the multiplicity was difficult to determine, and the anomeric
proton had been shifted upfield 1.80 ppm. Figure 4.25 shows a comparison
between the 'H NMR spectra of 49h and 48h. In the *C NMR spectrum the
anomeric carbon barely shifted, only moving 0.2 ppm downfield, it also no longer
had any coupling to phosphorus. Interestingly C2 now showed >/ coupling to the
phosphorus (15.8 Hz for 49h). The rest of the spectrum was similar to the
dichloride.
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Figure 4.25 Portion of the 'H NMR spectrum comparing; A) 49h; B) 48h.

Although crystals of X-ray quality could not be grown, it was assumed that the
PPh; was trans to the nitrogen as in previous examples [28]. This is caused by
antisymbiosis which is the preference for a hard donor ligand trans to a soft
ligand on a soft metal [61]. Since ligands trans to each other compete for the
same o and m metal orbitals, having the phosphine and carbon trans to each

other would destabilise the complex.

4.9.2 Reaction with thiosalicylic acid

There is interest in replacing the chlorides on C,N cycloaurated compounds with
the dianionic thiosalicylate ligand to form a second six-membered chelate ring
[62, 63]. This is because they show good anti-tumour effects [63], which are
often greater than their parent dichlorides [28]. While this has been previously
carried out in methanol with triethylamine [63], this was undesirable with the
acetate protecting groups; therefore a different method was wanted. This
reaction has also been carried out with Ag,0 in CH,Cl, [62]. Since this involved no

protic solvent it was the chosen method. The reaction with the gold dichlorides
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went smoothly to give the products in high yields, Scheme 4.19. These products
were also much more stable than the dichlorides with the thiosalicylic acid
derivatives stable at room temperature for over a year. ESI-MS of the
compounds only showed the ions [M+H]", [M+Na]* and [M+K]*. This compares
with the dichlorides which only showed a weak [M+Na]" peak; the thiosalicylate

ligand provides additional ionisation sites.

SH i
COOH Phii,, P
Ph / //
WO Ph/u,,.!, AcO N
/ \
ACOW/I\{/ —_—
OAc >Au Ag,0
cl e
48
Scheme 4.19 Reaction of gold(lll) dichloride iminophosphoranes with thiosalicylic acid.

The NMR spectra of the complexes were similar to the starting dichlorides. The
main changes were the phosphorus and anomeric proton. The anomeric proton
has shifted upfield as the new ligand changes the amount of electron density on
the gold, Figure 4.26. The same effect is seen in the 31p NMR, Figure 4.27, as the
phosphorus signal for 50i is 51.7 ppm compared to 60.3 ppm for 48i. Similar
shifts were seen for the other compounds. The anomeric carbon still showed

coupling to phosphorus (6.1 Hz for 50i)
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Figure 4.26 Comparison of the anomeric proton of A) 50i; B) 48i.
A)
B)
— il
T T T T T
65 60 55 50 ppm
Figure 4.27 Portion of the *p NMR spectrum comparing; A) 50i; B) 48i.

Although crystals of X-ray quality could not be grown, it was assumed that the
sulfur atom of the thiosalicylate was trans to the nitrogen for two reasons. Firstly
because of antisymbiosis, and secondly the gold(lll) iminophosphorane 51, Figure

4.28, has had a structure determination that showed that configuration.
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Figure 4.28 Previous thiosalicylate complex of a gold(lll) iminophosphorane showing the

oxygen trans to the carbon [28].

4.9.2.1 Biological activity

A number of gold(lll) compounds have shown biological activity [59]. To see if the
carbohydrate had any effect 48h and its thiosalicylate derivative 50h were tested
for anti-tumor activity against a P388 Murine Leukaemia cell line (detailed in
general procedures). Table 4.4 summarizes the 1Cso values with a comparison to
41 and its thiosalicylate derivative 52. 48h was essentially inactive with an ICsg
value of >62500 ng mL™. This is extremely poor compared to 41 with an activity
of 7546 ng mL* [28]. 50h had much better activity although less than 52. This
shows that replacing the substituent on the nitrogen atom with a carbohydrate
moiety does not provide any extra activity to the iminophosphorane. It can also
be seen that the derivatising the iminophosphorane with thiosalicylate does
boost the activity significantly. This could be because the gold centre is now

more protected than the dichloride.
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IC5o Values

ng mL?
48h >62500
50h 1665

52[28] <487

Table 4.4 Summary of anti-tumor activity of tested sugar gold(lll) iminophosphoranes

with ICso values against P388 Murine Leukaemia cell line.

4.9.3 Reaction with catechol

As well as displacement of the chlorides with thiosalicylate an analogous
substitution can be carried out using catecholate to form a new five-membered
chelate ring [28, 64]. When the carbohydrate gold(lll) iminophosphoranes were
stirred with catechol and AgO in CH,Cl,, Scheme 4.20, after 1 hour in the dark the
yellow solution had turned a dark brown and no product could be isolated or
seen in the ESI-MS of the mixture. Since catechol is a reducing agent, it is likely

that it is reducing the silver producing the dark brown product.

T
=y

OH
OH Phii, !
Ph
‘ AcO/ p{/
WO Phiin, /7 \
W/ %~ N
AcO N
OAc >Au Ag,0
cl e
Scheme 4.20 Attempt to make catechol derivatives.
4.10 Conclusion

The reaction of acetylated sugar azides proceeded smoothly with PPh; to

produce iminophosphoranes. All attempts at direct metalation of the
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iminophosphoranes failed and was thought to be because of steric crowding of
the nitrogen atom. The premetalation of PPhs with mercury gave access to C,N
cycloaurated iminophosphoranes via transmetalation with [MesN][AuCls]. The
reaction worked with different acetylated glycosyl sugars and it should be
possible to extend this reaction to the wide range of glycosyl sugars available.
Two other sugar azides were investigated but the gold complexes derived from

them proved to be very unstable.

3P NMR was an excellent tool for tracking the changes in the iminophosphorane
environment with a chemical shift of ~60 ppm observed when the
iminophosphorane was in a five-membered metalocyclic ring, compared with
~20 ppm in the iminophosphorane. The anomeric proton of the sugar also

showed changes for the different products formed.

A number of reactions could occur at the gold atom. PPh; readily displaces one
of the chlorides to form a cation. This shows the strength of the Au—-N bond that
forms. The reaction with thiosalicylic acid to form a new six-membered ring goes

smoothly while the catechol derivative could not be made via the AgO method.

4.11 Experimental

General procedures

General experimental procedures are in Appendix One. X-ray crystallography is
detailed in Appendix Two. 2'-Chloroethyl 1,3,4,5-tetra-O-acetyl-$3-D-
fructopyranoside [45], 2-LiCgH4PPh; [51] and Hg(2-CsH4PPh;), [52] were made by
literature procedures. Anti-tumour assays were carried out at the University of

Canterbury using previously described methods [65].
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General procedure for acetylation of glucosyl sugars

The compounds were synthesized by literature methods with slight modifications
[36, 37]. The sugar was suspended in acetic anhydride (1.2 M excess) and a
catalytic amount of I, (0.2 mmol) was added and the suspension stirred for 18
hours. CH,Cl, was added, washed with sodium thiosulphate, water (x3),
saturated NaHCOs;, dried (MgSQ4) and evaporated under reduced pressure. The

product was used without further purification.

General procedure for bromination of glucosyl sugars

The compounds were synthesized by literature methods with slight modifications
[39]. The crystalline per-acetylated sugars were directly added to a solution of
HBr in acetic acid (30% w/v, 1.2 M excess). Per-O-acetylated sugars that formed
syrups were first dissolved in the minimum amount of CH,Cl; to help dissolution
of the starting material before addition of HBr. The solution was stirred for 2
hours. CH,Cl, was added, washed with water (x3) saturated NaHCO; solution
(x1), dried (MgS0,4) and evaporated under reduced pressure. The product was

used without further purification.

General procedure for 1,2-trans-per-0-acetyl--glycosyl azides

The compounds were synthesized by literature methods with slight modifications
[39]. Glycosyl bromide was dissolved in acetone (10 mL per 1 mmol). Sodium
azide (1.2 M excess) was dissolved in water (5 mL) and added to the acetone
solution and stirred for 2 hours. The solvent was removed under reduced
pressure and the residue taken up in dichloromethane, washed with water (x3),
dried (MgSO4) and evaporated under reduced pressure. The residue was

recrystallised from hot ethanol to give the crystalline azides.
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45k

7 (2.00 g, 5.76 mmol) was dissolved in acetone (25 mL) with 2,6-lutidine (1.3 mL,
11.5 mmol, 2 M excess). The solution was cooled in an ice-bath and bromo acetyl
bromide (0.50 mL, 5.76 mmol) was added and stirred for 1 hour with a white
precipitate forming immediately. The solution was allowed to warm to room
temperature and sodium azide (0.41 g, 6.34 mmol, 1.1 M excess) and water (5
mL) added and left to stir for 16 hours. Solvent was removed under vacuum and
the residue suspended in CH,Cl, (15 mL) and washed with water (20 mL), HCI
(2M, 20 mL) and water (20 mL), dried (MgSQ,), filtered and the solvent removed
under vacuum. The residue was recrystallised from hot ethanol to give a white

powder of 45k (1.92 g, 78.2%).

'H NMR: & 6.45 (d, 1H, Jynnz 9.4 Hz, NH) 5.79 (d, 1H, Jurn2 8.7 Hz, H1),
5.25 (dd, 1H, Juz na 9.3 Hz, Jyz s 10.5 Hz, H3), 5.14 (t, 1H, H4), 4.28 (dd, 1H, Jus veb
4.7 Hz, Juganep 12.5, HEb), 4.23 (m, 1H, H2), 4.13 (dd, 1H, Juspea 2.4 HZ, Jugareb
12.5 Hz, H6a), 3.91 (s, 2H, CH,N3), 3.84 (ddd, 1H, Jus nea 2.4 Hz, Jus nep 4.7 HZ, Jua s
9.8 Hz, H5), 2.11, 2.09, 2.05, 2.04 (4s, 12H, 4 x OAc) ppm. *C NMR: § 171.1,
170.8, 169.5, 169.4 (4 x C=0, acetyl), 167.2 (C=0, amide), 92.4 (C1), 73.1 (C5),
72.3 (C3), 67.9 (C4), 61.8 (C6), 53.4 (C2), 52.8 (CH2N3), 20.0, 20.9, 20.7 x 2 (4 x
CH3) ppm.

451

45| was made according to literature procedures [45]. 2'-Chloroethyl 1,3,4,5-
tetra-O-acetyl-B-D-fructopyranoside (2.00 g, 4.87 mmol) and NaN; (1.90 g, 29.2
mmol, 6 M excess) were heated in DMF at 90°C with stirring for 18 hours. Water
(40 mL) was added and extracted with Et,O (3 x 25 mL), the organic fractions
were combined, dried (MgSQ,), filtered and the solvent removed under reduced

pressure to give 451 (1.47 g, 72.3%)
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'H NMR: & 5.51 (d, 1H, Jus s 10.2 Hz, H3), 5.38 (m, 1H, H5), 5.35 (dd, 1H,
Juse 3.3 Hz, Jyzpa 10.2 Hz, H4), 4.30 (d, 1H, Juianw 12 Hz ,H1a), 4.10 (d, 1H, J1a 1
12 Hz ,H1b), 3.97 (dd, 1H, Jsg 1.3 Hz, Jueaxrseq 13 Hz, H6), 3.83 (dd, 1H, Jus e 1.7
HZ, JusaxHeeq 13 Hz, H6), 3.70 (m, 2H, O-CH,-CH,-N), 3.45 (m, 2H, O-CH,-CH,-N),
2.16, 2.10, 2.05, 1.98 (4s, 12H, 4 x OAc) ppm. **C NMR: & 170.6 (C=0), 170.4
(C=0), 170.3 (C=0), 99.0 (C2), 68.9 (C4), 68.3 (C5), 67.6 (C3), 62.8 (C1), 62.1 (C6),
61.2 (CH,-CH»-N), 50.6 (CH,-CH,-N), 21.0, 20.7, 20.7, 20.6 (4 x CH3) ppm.

39h

45h (200 mg, 0.536 mmol) and PPhsz (140.5 mg, 0.536 mmol) were dissolved in
dry CH,Cl, (15 mL) under nitrogen and stirred for 1.5 hours. Removal of the
solvent gave 39h (322.4 mg, 99 %) which was used for reactions without further
purification. Crystals suitable for X-ray diffraction were grown by cooling a

CH,Cly/hexane solution of 39h.

'"H NMR: & 7.67 -7.10 (m, 15H, arom.), 5.93 (dd, 1H, Jurn2 8.4 Hz, Jyrp
19.6 Hz, H1) 5.08 (t, 1H, H3), 4.25 (t, 1H, H2), 4.16 (t, 1H, H4), 3.99 (dd, 1H, Jus Heb
6.3 Hz Juganep 12.2 Hz, H6b), 3.80 (bm, 1H, H5), 3.70 (bm, 1H, H6a), 2.19, 2.17,
1.93, 1.86 (s, 12H, 4 x OAc) ppm. *C NMR: § 170.5, 170.2, 169.6, 169.5 (C=0),
88.5 (d, Jerp 5.8 Hz, C1), 74.7 (C5), 72.1 (C2), 72.6 (C3), 68.4 (C4), 62.2 (C6), 21.4,
20.9, 20.5 x 2 (4 x CH3) ppm. >'P{H} NMR: § 21.1 ppm. MS: m/z:

39k

39k was made using the same method as 39h. 45k (100 mg, 0.232 mmol) and
PPhs (60.9 mg, 0.232 mmol) worked up to give 39k (152.7 mg, 99 %) which was

used for reactions without further purification.

'H NMR: & 8.23 (b, 1H, NH), 7.61-7.44 (m, 15H, Ar), 5.75 (d, 1H, Ju1 2 8.8
Hz, H1), 2.29 (dd, 1H, Jus s 9.2 Hz, Juzs 10.6 Hz, H3), 5.14 (t, 1H, H4), 4.31 (b, 1H,
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H2), 4.28 (dd, 1H, Jusueb 4.6 Hz, Juganep 12.4, H6b), 4.13 (dd, 1H, Juspea 2.3 Hz,
Jugareb 12.4 Hz, H6a), 3.67 (d, 1H, Jup 12.0 Hz, CHH'N3), 3.66 (d, 1H, Jyp 13.2 Hz,
CHH’N3), 3.85 (ddd, 1H, Jus nea 2.3 Hz, Jusuep 4.5 Hz, Juans 9.9 Hz, H5), 2.09, 2.07,
2.02, 1.93 (4s, 12H, 4 x OAc) ppm. >C NMR: 6 175.8 (d, Jcp 24.8 Hz, C=0, amide),
170.9, 170.6, 169.5, 169.5 (4 x C=0, acetyl), 132.5 (d, Jcp 9.3 Hz, Cb), 131.9 (d, Jep
2.8 Hz, Ca), 130.6 (d, Jcp 97.4 Hz, Cd), 128.8 (d, Jcp 11.6 Hz, Cc), 93.0 (C1), 73.0
(C5), 72.6 (C3), 68.3 (C4), 61.9 (C6), 52.5 (C2), 49.3 (d, Jcp 3.5 Hz, CH,N=P), 21.2,
20.9, 20.8 x 2 (4 x CH3) ppm. *'P{H} NMR: & 23.6 ppm.

48h

45h (200 mg, 0.536 mmol) and 46 (193.8 mg, 0.268 mmol) were dissolved in dry
CH,Cl, (15 mL) under N, and stirred for 2 hours, solvent was removed under
vacuum and [NMeg][AuCls] (221 mg, 0.536 mmol) was added and the solids
dissolved in dry acetonitrile (15 mL) and left to stir under N, and protected from
light for 3 days. Solvent was removed under vacuum and the residue dissolved in
CH,CI, and filtered through Celite. Addition of petroleum spirits and cooling to -
15°C gave yellow crystals of 48h (397 mg, 88.3%). Crystals suitable for X-ray

diffraction were grown by cooling a CH,Cl,/hexane solution of 48h.

'H NMR: 6 8.16-7.10 (m, 14H, arom.), 6.21 (dd, 1H, Jurn2 8.7 Hz, Jurp
20.4 Hz, H1) 5.09 (t, 1H, H3), 4.27 (t, 1H, H2), 4.16 (t, 1H, H4), 3.98 (dd, 1H, Jus Hes
6.3 HZ Jga e 12.2 Hz, HEb), 3.80 (bm, 1H, H5), 3.70 (bm, 1H, H6a), 2.17, 1.93 x 2,
1.86 (s, 12H, 4 x OAc) ppm. >C NMR: 6 170.4, 170.2, 169.6 x 2 (C=0), 86.9 (d, Jc1
5.6 Hz, C1), 74.8 (C5), 72.9 (C2), 72.6 (C3), 68.4 (C4), 62.3 (C6), 21.3, 20.9, 20.6 x
2 (4 x CHs) ppm. 31P{H} NMR: & 61.6 ppm. Anal. Calcd for C3;H33NOgPCl,Au
(874.452): C, 43.95; H, 3.80; N, 1.60. Found: C, 44.07; H, 3.80; N, 1.70. MS: m/z:
838.122 (strong, [M—CI]", calc. 838.124), 896.086 (weak, [M+Na]’, calc. 896.083),
947.193 (weak, [M+NMe,]", calc. 947.191).
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48i

48i was made using the same method as 48h, with 45i (200 mg, 0.536 mmol), 46
(193.8 mg, 0.268 mmol) and [NMe;][AuCl4] (221 mg, 0.536 mmol). Worked up to
give 48i (378 mg, 80.7%).

'H NMR: & 8.12 (m, 1H, arom.), 8.00-7.21 (m, 12H, arom.), 7.05 (m, 1H,
arom.), 6.21 (dd, 1H, Juzn2 8.8 Hz, Jurp 18.2 Hz, H1) 5.22 (dd, 1H, Jusns 1.4 Hz,
Juza 3.4 Hz, H4), 4.98 (dd, 1H, Jus na 3.4 Hz, Juz s 10.5 Hz, H3), 4.69 (dd, 1H, Juy na
8.8 Hz, Jupn3 10.5 Hz, H2), 4.06 (m, 1H, H5), 3.81 (dd, 1H, Jusneb 7.5 Hz Juea reb
11.4 Hz, H6b), 3.65 (dd, 1H, Jus nea 5.2 Hz, Jusamen 11.4 Hz, H6a), 2.24, 1.90, 1.87,
1.69 (s, 12H, 4 x OAc) ppm. >C NMR: 6 170.8, 170.4, 169.9, 169.7 (C=0), 86.9 (d,
Jerp 4.9 Hz, C1), 74.2 (C5), 70.7 (C3), 70.5 (C2), 67.3 (C4), 61.4 (C6), 21.6, 20.8,
20.7, 20.6 (4 x CHs;) ppm. *'P{H} NMR: & 60.3 ppm. Anal. Calcd for
C3,H33NOgPCl,Au (874.452): C, 43.95; H, 3.80; N, 1.60. Found: C, 44.10; H, 3.85;
N, 1.84. MS: m/z: 838.123 (strong, [M—CI]", calc. 838.124), 896.083 (weak,
[M+Nal’, calc. 896.083), 947.187 (weak, [M+NMe,]*, calc. 947.191).

48j

48j was made using the same method as 48h, with 45j (200 mg, 0.664 mmol), 46
(240 mg, 0.332 mmol) and [NMe4][AuCls] (274 mg, 0.664 mmol). Worked up to
give 48j (456 mg, 85.6 %).

'H NMR: & 8.15 (m, 1H, arom.), 7.99-7.54 (m, 9H, arom.), 7.42-7.25 (m,
3H, arom.), 7.04 (m, 1H, arom.), 6.06 (b, 1H, H1) 5.13 (dd, 1H, Juans 1.7 Hz, Juzna
3.5 Hz, H4), 4.96 (dd, 1H, Juz s 3.5 Hz, Jupns 10.3 Hz, H3), 4.73 (b, 1H, H2), 3.76
(mm, 2H, H5a, H5b), 2.20, 1.89, 1.72 (s, 9H, 3 x OAc) ppm. *C NMR: § 170.3,
170.1, 169.5 (C=0), 88.7 (d, Jc1p 5.2 Hz, C1), 70.4 (C3), 68.7 (C2), 67.7 (C4), 65.9
(C5), 21.0, 20.8, 20.7 (3 x CHs3) ppm. >'P{H} NMR: & 60.6 ppm. Anal. Calcd for
CaoH29NO;PCLAU (802.389): C, 43.41; H, 3.64; N, 1.75. Found: C, 43.63; H, 3.91;



Chapter Four — Sugar gold(lll) iminophosphoranes 217

N, 1.83. MS: m/z: 766.106 (strong, [M — CIJ*, calc. 766.103), 1569.178 (weak, [2M
—CIJ", calc. 1569.174).

49h

48h (50 mg, 0.0572 mmol), PPh3 (15.0 mg, 0.0572 mmol) and [NH4][PFs] (9.3 mg,
0.0572 mmol) were suspended in dry CH,Cl; (10 mL) under N, and stirred for 4
hours. The suspension was filtered through Celite and the addition of petroleum

spirits gave 49h (47.4 mg, 66.5%).

'H NMR: & 8.28 (m 1H, arom.), 7.95-7.21 (m, 26H, arom.), 6.82 (m 1H,
arom.), 6.66 (m 1H, arom.), 6.12 (t, 1H, H2), 5.13 (t, 1H, H4), 4.99 (t, 1H, H3), 4.61
(bd, 1H, H6b), 4.12 (m, 1H, H1), 3.85 (bd, 1H, H6a), 3.3.36 (bm, 1H, H5), 1.97,
1.94, 1.89, 1.77 (s, 12H, 4 x OAc) ppm. *C NMR: § 170.6 x 2, 170.3, 169.3 (C=0),
87.1 (C1), 73.2 (C5), 72.9 (C3), 72.4 (C2), 68.5 (C4), 61.2 (C6), 21.0, 20.8, 20.7,
20.6 (4 x CHs) ppm. *'P{H} NMR: & 63.5, 37.5 (PPhs) ppm. Anal. Calcd for
CsoHagNOgF6PsCIAU (1246.249): C, 48.19; H, 3.88; N, 1.12. Found: C, 48.29; H,
3.91; N, 1.26. MS: m/z: MS: m/z: 1101.288 (strong, [M—PF¢]", calc. 1101.284).

50h

48h (50 mg, 0.057 mmol) and thiosalicylic acid (8.8 mg, 0.057 mmol) were
dissolved in CH,Cl; (10 mL). Ag,0 (67.2 mg, 0.29 mmol) was added and the
suspension stirred for 1 hour protected from light. The suspension was filtered
through Celite and the solvent removed under vacuum. The residue was

recrystallized from CHCl; and petroleum spirits to give 50h (48.0 mg, 88.2%).

'H NMR: 6 8.16-7.20 (m, 18H, arom.), 5.78 (dd, 1H, J1, 8.7 Hz, J1p 21.2
Hz, H1), 5.13 (t, 1H, H3), 4.25 (m, 1H, H4), 4.17 (m, 1H, H2), 3.98 (m, 1H, H6b),
3.92 (m, 1H, H5), 3.68 (dd, 1H, H6a), 1.95, 1.93, 1.81, 1.57 (4s, 12H, 4 x OAc)
ppm. *C NMR: § 170.3, 170.2, 169.8, 169.7 (C=0), 169.5 (C=0, thiosalicylic), 83.8
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(d, Jerp 6.5 Hz, C1), 74.6 (C5), 73.1 (C2), 72.8 (C3), 68.4 (C4), 62.4 (C6), 20.9, 20.7,
20.7, 20.3 (4 x CHs;) ppm. >'P{H} NMR: & 52.8 ppm. Anal. Calcd for
C39H37NO11PSAuU (955.72): C, 49.01; H, 3.90; N, 1.47. Found: C, 49.04; H, 4.24; N,
1.53. MS: m/z: 978.141 (strong, [M + Na]’, calc 978.138), 956.159 (weak, [M +
H]*, calc 956.156), 1933.289 (weak, [2M + Na]’, calc 1933.287).

50i

50i was made using the same method as 50h, with 48i (50 mg, 0.057 mmol),
thiosalicylic acid (8.8 mg, 0.057 mmol) and Ag,0 67.2mg, 0.29 mmol) in CH,Cl,
(10 mL). Worked up to give 50i (50.4 mg, 92.5%).

'H NMR: & 8.16 (m, 1H, arom.), 8.06-7.05 (m, 17H, arom.), 5.82 (dd, 1H,
Juimz 8.6 Hz, Jip 19.1 Hz, H1), 5.25 (dd, 1H, Juaps 1.4 Hz, Jyzpa 3.4 Hz, H4), 5.06
(dd, 1H, Jy3 na 3.4 Hz, Jyp u3 10.4 Hz, H3), 4.61 (dd, 1H, Ju1n2 8.6 Hz, Juz,n3 10.4 Hz,
H2), 4.23 (ddd, 1H, Juans 1.4 Hz, Jusneo 4.9 Hz, Juspea 7.6 Hz, H5), 3.81 (dd, 1H,
Jusea 7.6 Hz, Jugarer 11.4 Hz, H6a), 3.69 (dd, 1H, Jus e 4.9 Hz, Jugansp 11.4 Hz,
H6b), 1.89, 1.82, 1.69, 1.67 (4s, 12H, 4 x OAc) ppm. *C NMR: & 170.5, 170.4,
169.4 x 2 (C=0), 169.4 (C=0, thiosalicylic), 84.0 (d, Jc1,» 6.0 Hz, C1), 74.1 (C5), 71.0
(C2), 70.9 (C3), 67.0 (C4), 61.8 (C6), 20.8, 20.7, 20.6, 20.5 (4 x CH3) ppm. >'P{H}
NMR: 6 51.7 ppm. Anal. Calcd for C3gH37NO11PSAu (955.72): C, 49.01; H, 3.90; N,
1.47. Found: C, 49.14; H, 3.98; N, 1.56. MS: m/z: 978.140 (strong, [M + Na]’, calc
978.138), 956.160 (weak, [M + H]", calc 956.156).
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Chapter Five
Catalytic activity of sugar thioureas and

iminophosphoranes

5.1 Gold(III) iminophosphorane catalysis

5.1.1 Gold as a catalyst

While not traditionally thought of as catalysts, gold compounds are finding many
uses in catalysis. Two reasons for neglecting this area have been proposed. Firstly
the inert nature of elemental gold lead people to think it was catalytically
inactive, and secondly the expensive nature of gold meant it was unfeasible as a
catalyst [1]. These assumptions have been shown to be very wrong and the field
is now growing extremely rapidly. A lot of the work done is on heterogeneous
catalysis but homogeneous catalysis is becoming a growing part of this field.
While various papers have been published over the years showing the
possibilities [2], it is within the past decade that the area has taken off [3]. The
field of gold catalysis was extensively reviewed by Hashmi in 2007 [4], and a
number of other recent reviews have been published in selected areas [5-7].
Much of the homogeneous catalytic work has been carried out with the simple
inorganic gold compound AuCls. While it is often a potent catalyst it does have
some issues as it is deliquescent, very acidic and can be difficult to handle. Gold
compounds that are air and moisture sensitive that can catalyse the reaction
offer much better applications as catalysts being easier to use. For example work
has shown that gold(lll) iminophosphoranes can catalyze the formation of
propargylamines from a terminal alkyne and an amine [8]. This short chapter
describes some preliminary studies on the catalytic activities of some of the new

complexes prepared as part of this thesis.
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5.1.2 Addition of methyl vinyl ketone to 2-methyl furan

The reaction that was chosen for investigation was the addition of methyl vinyl
ketone, 53, to 2-methyl furan, 54, to produce 4-(5-methyl-2-furanyl)butan-2-one,
55, Scheme 5.1.

53 o 54 55 (0]
/ \ [Au]
* — |\
o /
(0]
Scheme 5.1 Addition of 53 to 54 catalyzed by gold.

A number of different gold systems have been used for this reaction. AuCl; was
the first gold compound shown to catalyze this reaction, and two mechanisms
were suggested [9]. First was the direct auration of 53 followed by the addition
of 54, the second was the gold activating the alkene and the arene acting as a
nucleophile in a Friedel-Crafts-like electrophilic substitution. NMR studies
indicate that the auration of 53 is the most likely mechanism [10]. The gold(l)
compounds EtsPAuCl and (THT)AuCl also acted as catalysts but only if AgBF; was
added [10]. C,N cycloaurated gold(lll) iminophosphoranes were also shown to be
catalysts, with the addition of either AgBF,; or AgOTf increasing the activity of the
compounds [11]. Recently N,N cycloaurated gold(lIl) iminophosphoranes, Figure
5.1, were shown to catalyze the reaction, however the addition of AgOTf did not

increase the yields [12].

Ph "‘* -“‘
0]
th,..!, J \ J \
PN Phap== N,
/s Au\ / Au\
Cl Cl Cl Cl
Figure 5.1 Examples of N,N cycloaurated gold(lll) iminophosphoranes that catalyze the

coupling of 53 to 54.
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The coupling of 54 is not limited to 53, and is widely applicable with the gold
compounds catalyzing the reaction of 54 to a number of electron-rich arenes
such as azulene [10-12]. At this laboratory a wide range of different cycloaurated
complexes including iminophosphoranes were tested and shown to be catalysts
for this reaction [13]. The carbohydrate gold(lll) iminophosphoranes were

investigated to see if they were also active.

5.1.3 Gold(III) iminophosphoranes as catalysts

The reactions were carried out using the previously developed method from this
laboratory by Kilpin [13]. The reactants 53, 54, the catalyst and AgBF; (if
appropriate) were stirred in acetonitrile under N, for 18 hours. The solvent was
removed and the residue dissolved in Et,0/hexane (3:1). O-xylene was added as

an internal standard and the percentage conversion to 55 determined by GC-MS.

The sugar gold(lIl) iminophosphoranes were tested with the above method, with
either no AgBF, or a 2.2% loading of AgBF,; the results are summarised in Table
5.1. A series of previously known cycloaurated iminophosphoranes [14, 15] were

also tested, Figure 5.2.
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41 Ph
Phllln.P
Ph/N\A
u
CI/ e
52 Ph
Phlllu.!)
Ph—
/Au\
0 S
o)

Figure 5.2

56 Ph

Ph“lll.P

57 Ph

Phlln.,l‘:,
//
Ph— "N\
Au
O/ \O

Non-sugar cycloaurated iminophosphoranes also tested for catalytic activity.

Percentage conversion®
No AgBF,  2.2% AgBF,
48h 0 41
48i 14 45
49h 16 53
49ij 21 51
50h 0 NA
50i 0 NA
41 7 86
56 37 85
52 0 NA
57 0 NA
AgBF, 0 NA
[NMe4][AuCl;] 62 NA

1: Conditions: 1% catalyst loading, acetonitrile, 18 hours, 25°C.

Table 5.1

Percentage conversion to 55 for different sugar gold(lll) iminophosphoranes.
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From the result it can be seen that without the addition of AgBF, the sugar based
compounds are generally very poor catalysts. While 48h had no activity, 48i
showed a small amount. When one of the chlorides was replaced with PPh; the
activity was increased, this is not surprising since for the gold(lll) to take part in
the reaction it needs a vacant coordination site. The PPhs is much more labile
than chloride, so would more readily dissociate thus exposing the gold(lll) centre.
Both of the thiosalicylate derivatives were catalytically inactive. Again this is not
surprising in terms of the ability to form a vacant coordination site. The
thiosalicylate dianion binds to the gold much more firmly than the monodentate
chloride ions. This may also relate back to the stability of the thiosalicylate
derivatives over the dichlorides, since there would need to be access to the

gold(lll) centre for decomposition to occur.

When AgBF, was added the catalytic activity was greatly increased. It removes
the chlorides from the iminophosphoranes, leaving vacant coordination sites
which can be temporarily filled by the weakly coordinating acetonitrile solvent,
greatly increasing the catalytic potential. While the dichloride 48h showed no
activity, the addition of AgBF, increased this to 41%. With the PPh; derivative the

presence of AgBF, also increased the activity.

The N-phenyl derived iminophosphoranes generally performed better than the
sugar based complexes. The results showed the same trends with the activity

greatly increased when AgBF,; was added.

As a blank AgBF, was tested without any gold compound present and showed no
activity. The simple salt [NMey4][AuCls] (without AgBF,;) was also tested for a

comparison. It showed better activity than the sugar iminophosphoranes.
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514 Conclusions

The sugar gold(lll) iminophosphoranes could catalyse the coupling of 53 to 54.
The presence of a vacant coordination site was very important with changes in
activity correlated to how labile the ligands on the gold(lll) centre were. While
they did catalyse the reaction, [NMe4][AuCl,s] performed better. It appears that
the very bulky sugar on the nitrogen (compared to the N-phenyl derivative)
hinders the catalytic ability of the gold(lll) centre, with the N-phenyl derivatives
outperforming the sugar based compounds. Further testing that could be done
on the sugar iminophosphoranes is to use a pro-chiral derivative of the alkene to

see if any enantiomeric excess could be generated by the sugar moiety.

5.2 Rhodium catalysis

Despite the extreme expense of rhodium (it is more expensive than gold), its
compounds are widely used for catalysis. The main use of rhodium is in the
catalytic converters of cars; in 2007 81% of all the rhodium mined went to this
purpose. It is also widely used as a catalyst in the Monsanto process for
producing acetic acid by the carbonylation of methanol. Perhaps the best known
rhodium catalyst is Wilkinson’s catalyst, used for the hydroformylation and
hydrogenation of alkenes. Because of the high activity of rhodium, the sugar
thioureas and their rhodium complexes were investigated to see if they had any

catalytic properties.

5.2.1 Hydrogen transfer catalysis

Hydrogen transfer was chosen as a reaction to study. Hydrogen transfer is the
addition of hydrogen to a molecule from a source other than H,. A common
substrate for testing catalysts for this reaction is acetophenone, 58, Scheme 5.2.

It was hoped that the rhodium thiourea complexes would act as catalysts for this
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reaction since partly similar thioamides derived from o amino acids had been

used with [RhCp*Cl,], and base to reduce 58, Figure 5.3 [16].

58 i 59 o
@)‘\ [Rh] @/‘\

Scheme 5.2 Hydrogen transfer of 58 to 59.
S Ph
i
NH H
Boc/
Figure 5.3 Examples of a thioamide ligand used for the asymmetric hydrogen transfer
of 58 [16].
5.2.2 Sugar thioureas as hydrogen transfer catalysts

The chosen proton source was 2-propanol which was used as the solvent for the
reactions. The general method involved stirring the catalyst, 58, and KOH for 2
hours. The mixture was passed through a silica column and the solvent volume
reduced by rotary evaporation. The conversion was determined by 'H NMR
spectroscopy of the residue and comparing the integration of the methyl peaks

of 58 and 59.

The reactions were carried out with a 1% loading of the catalyst. Different
conditions were used with the temperature of the reaction run at 25 or 75 °C.
Different concentrations of KOH were also added at 1.2, 5 and 10 mole
equivalent per mole of catalyst. The first trials were with 25, where the sugar

thiourea acts as a bidentate ligand. To see if the in situ formation of a complex
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would make a difference the thiourea and [RhCp*Cl,], were also added to the
mixture. It has been previously found with the thioamide ligands that the pre-
formed complex from reacting the ligand with [RhCp*Cl;], and base performs

worse than species formed in situ [16].

The results for the sugar thiourea complexes were very unsatisfactory. The best
conversion was for 25b using a 1.2 M equivalent of KOH at 75 °C with a 11%
conversion; as a comparison [RhCp*Cl;], and RhCp*Cl,PPh; under the same
conditions showed conversions of 80 and 68% respectively [17]. The other
conditions gave essentially no conversion. No differences were seen between the
use of a pre-made complex and in situ formation. Since under the basic
conditions the acetate groups would be removed, it was thought that the
unprotected thiourea 8e might fare better. However it also showed very little

conversion (<0.2%).

5.2.3 Conclusions

The sugar thiourea rhodium(lll) complexes were very poor catalysts for the
hydrogen transfer reaction of 58 to 59. The best conversion was 11%, much less

than that for the starting material.

5.3 Experimental

2-Methyl furan and methyl vinyl ketone were purchased from Aldrich and used
as received. Reactions were run in HPLC grade acetonitrile. Samples of 41, 52, 56
and 57 were kindly provided by Dr Kelly Kilpin. NMR instrument details are in
Appendix Two.
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Gold catalysis

53 (2.00 mmol, 0.179 mL), 54 (2.00 mmol, 0.167 mL), the gold catalyst (0.02
mmol, 1% catalyst loading) and, if desired, AgBF; (0.044 mmol, 8.6 mg, 2.2%
loading) were stirred in acetonitrile (5 mL) under N, for 18 hours. The flasks were
maintained at 25°C in a bath. Solvent was removed under vacuum and the
residue taken up in Et,0/hexane (3:1) and made up to 20 mL in a volumetric flask
containing o-xylene (1.00 mmol, 0.121 mL). The solution was passed through a
silica column, 0.050 mL was transferred to a GC vial and made up to ~1.5 mL with

hexanes.

GC-MS analysis

GC-MS experiments were run on a HP 68990 Series GC System coupled to a HP
5973 Mass Selective Detector running in TIC mode. 3 uL of sample was injected
onto a non-polar column (ZB-5, 30 m x 0.25 mm, 0.25 um film thickness) with an
autosampler. The oven was initially held at 50 °C, the temperature was increased
at 8 °C per minute. The relative response factor of 55 and o-xylene was
determined allowing integration of the area of the peaks to determine the

number of moles of 55 formed, Figure 5.4.

area of 55
mmol of 55 = +1.08
area of o — xylene

Figure 5.4 Equation for determining the mmol of 55 produced.

Rhodium catalysis

Either a thiourea complex (0.01 mmol) or the thiourea (0.01 mmol) and
[RhCp*Cl,], (0.005 mmol) were added to a vial with 58 (0.1 mmol) and 2-
propanol (4.875 mL). KOH (0.125 mL, 0.1 M in 2-propanol) was added and left to
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stir for 2 hours at 25 or 75 °C. If more base was added, the first amount of 2-

propanol was reduced so that the total volume was 5 mL. After 2 hours the

mixture was passed through a short column of silica which was washed with

ethyl acetate (5 mL). The solvent volume was reduced under vacuum and the

residue analysed by 'H NMR. The methyl signal of 58 comes at 2.47 ppm, while

for 59 it is 1.35 ppm; they were integrated and the equation shown in Figure 5.5

was used.
" ) area of 59
conversion =
° area of 58 + area of 59
Figure 5.5 Equation for calculating percentage conversion by the integration of *H NMR
spectra.
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Appendix One

General experimental procedures

Dry CH,Cl,, THF, ether and hexane were produced from a Pure Solv solvent
purification system [1]. High resolution ESI-MS was carried out on a Bruker
Daltonics MicrOTOF instrument. Samples were dissolved in methanol and were
run using methanol as the eluent at 180 pL min™. The instrument was calibrated
over the appropriate mass range with sodium formate, and all spectra were
acquired in positive ion mode. Peak intensities were given a qualitative label
depending on the intensity of the peak relative to the most intense peak; Strong
(100 — 65%), medium (65 — 30%), weak (30 — 1%) and very weak (>1%).
Microelemental analysis was carried out at the Campbell Microanalytical
Laboratory at the University of Otago. IR was carried out on a PerkinElmer

Spectrum 100 FT-IR, samples were prepared in KBr discs.

Synthesis of sugars
1,3,4,6-Tetra-0-acetyl--D-glucosamine hydrochloride salt [2]

D-Glucosamine hydrochloride (14.2 g, 66.0 mmol) was dissolved in water (70 mL)
containing sodium hydroxide (2.64 g, 66.0 mmol). 4-Methoxybenzaldehyde was
added (9.68 mL, 10.8 g, 79.6 mmol) and vigorously stirred for 2 hours producing
a white precipitate which was filtered and washed with diethyl ether:ethanol
(1:1, 3 x 30 mL) yielding 17.1 g. This was dissolved in pyridine (40 mL) and acetic
anhydride (35 mL) and stirred overnight. The solution was poured into a beaker
of ice cold water (300 mL) and stirred until a white precipitate formed
(approximately 10 minutes) which was filtered and washed with water (3 x 30
mL) and dried under reduced pressure yielding 11.6 g. The product was dissolved
in acetone (30 mL) and HCI (6M, 4.15 mL, 24.9 mmol) was added and stirred for 2

hours to produce a white precipitate, diethyl ether (60 mL) was added and kept
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at 4°C overnight. The precipitate was filtered and washed with diethyl ether (3 x

50 mL) and dried under reduced pressure to give 7-HCI (7.12 g, 28%).

1,3,4,6-Tetra-0-acetyl-3-D-glucosamine, 7

7-HCl (1.37 g, 3.57 mmol) was dissolved in water (30 mL) and sodium bicarbonate
(0.45 g, 5.36 mmol) was added and stirred for 30 minutes. The solution was
extracted with dichloromethane (3 x 20 mL), the organic phase was dried with
magnesium sulphate, filtered and evaporated under reduced pressure to give 7

(1.18 g, 95.2%).

'H NMR: & 5.45 (d, 1H, J1,, 8.6 Hz, H1), 5.38 (m, 1H, H4), 5.21 (m, 1H,
H3), 4.30 (dd, 1H, Jsep 4.6 Hz, Joeo 12.4 Hz, H6b), 4.08 (dd, 1H, Jsgs 2.2 Hz, Jea b
12.4 Hz, H6a), 3.80 (ddd, 1H, Jsea 2.2 Hz, Jsg 4.6 Hz, J4s 9.7 Hz, H5), 3.01 (m, 1H,
H2), 2.16, 2.08, 2.07, 2.02 (4s, 12H, 4 x OAc), 1.27 (s, 2H, NH,) ppm. *C NMR: &
170.8, 170.7, 169.8, 169.3 (4 x C=0), 95.4 (C1), 75.3 (C3), 72.9 (C5), 68.4 (C4),
62.0 (C6), 55.2 (C2), 21.1, 20.9, 20.8, 20.8 (4 x CH3) ppm.
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Appendix Two
NMR details

A2.1 General NMR details

'H and *C NMR spectra were recorded on a Bruker Avance Ill 400 FT NMR
spectrometer at 400.13 and 100.61 MHz respectively at 300 K, while **P{H} was
run on a Bruker DRX 300 FT NMR spectrometer at 121.5 MHz. 'H and B3¢ NMR
spectra were referenced to the solvent line, while *P{H} NMR spectra were
referenced using an external standard of H3PO,4. For CHCls-d1 and DMSO-d6 the
referencing for 'H NMR spectra was 7.26 and 2.50 ppm and for *C NMR spectra
was 77.16 and 39.52 ppm respectively. "H NMR spectra were processed with no
line broadening applied and were baseline corrected. *C NMR spectra were
routinely run with a 70° tip angle and a 2 second delay for better signal to noise
from the carbonyl signals. HSQC 135 spectra were run with a default coupling

constant of 145 Hz as the best compromise value.

A.2.2 NMR assignment

The compounds reported were all characterized by a suite of NMR experiments.
To show how assignment and characterisation was carried out, a representative
example is shown below detailing how 12a was characterised. Figure A.2.1 shows

12a and its labelling scheme.
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Figure A.2.1 12a, the compound used for the explanation of the NMR assignment with its

labelling scheme.

The first experiment run was a 'H NMR shown in Figure A.2.2. A number of
signals could be assigned immediately, with the anomeric proton H1, being very
distinctive as a doublet at 5.83 ppm. The H6 protons could be seen as two sets of
doublet of doublets, and the H5 proton was distinctive as a doublet of doublet of
doublets. To see some of the coupling patterns, resolution enhancement was
often needed. This was carried out using Gaussian processing; the typical setting
used were |Ib = -2 and gb = 0.33. Figure A.2.2 shows the difference that resolution
enhancement gives for Ha, H9 and H2. The acetates were seen as singlets that
integrated to 3 protons between 2.0-2.2 ppm. In the aromatic region, Ha could
be identified through integration as there were two multiplets that integrated to
2 protons and one triplet of triplet that integrated to 1 proton. Most of the
signals from the p-cymene could be identified at this stage. The methyl’s from
the isopropyl group were a 6 proton doublet at 1.35 ppm, the other methyl was
a singlet slightly downfield of the acetates at 2.28 ppm. The CH from the
isopropyl group was a quartet at 3.03 ppm. A signal was seen at 5.45 ppm,
shown in Figure A.2.2, which appeared to be a doublet of doublet of doublets
that integrated as 2 protons. The most likely interpretation of this was that these
were the two protons opposite each other on the p-cymene ring, and were

slightly inequivalent and thus were each of doublet of doublets, that overlapped
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each other. The N-H protons could be identified, HN1 was a doublet at 11.71

ppm, HN2 was a singlet at 11.28 ppm.

He Hb
HN1 HNZ2

Ha
f T T T T T T T T T

11.5 11.0 10.5 10.0 9.5 9.0 8.5 8.0 Ppm

H11
H10 HT\\_J
T T T T T T T T T
5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 pRm

Figure A.2.2 "H NMR spectrum of 12a; inset shows the N-H and aromatic signals.
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“mwwmﬁ_ﬁﬂwmf*ﬁhm$gp

Figure A.2.3 Effect of resolution enhancement on 'H NMR spectra. Top row shows
standard processing of signals with no line broadening. Bottom row shows

the same signals processed with resolution enhancement.

To assign the rest of the 'H NMR signals the 2D 'H-'"H COSY experiment was run,
where the spectrum is observed along the diagonal, and the correlated signals

have cross peaks showing which protons are coupled. Since the H1 proton was
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already known, the rest of the sugar signals could be easily identified. Figure
A.2.4 shows a portion of the COSY spectrum with the tracing of signals from H1
which allows the sugar protons H2, H3 and H4 to be determined. There is
difficulty with H3 however as it overlaps with another signal. The overlapped
signal couples to the aromatic p-cymene signal at 5.45 ppm, this can then be
assigned as the other aromatic p-cymene signal. Integration confirms this as the
overlapping region integrates to three protons. Other signals could be confirmed;
for example the signals assigned as H5, H6a and H6b show the correct
correlation. In the COSY spectrum there is no coupling seen between H5 to H6a
unlike between H5 and H6b. This is because there is a smaller coupling constant
between H5 and H6a than H5 and H6b; Jys pea is 2.4 Hz compared with 4.9 Hz for
Jus,neb- A standard COSY spectra is biased towards larger coupling constants.
Coupling is seen between the methyl (H11) and CH (H10) signals of the isopropyl

group on the p-cymene.
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Ppm
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Figure A.2.4

cross peak between H5 and Héa.

ppm

'H-'H cosy spectrum of the sugar and cymene region of 12a. There is no
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Figure A.2.5 shows the aromatic portion of the COSY spectrum. Since Ha is
known from integration, Hb and Hc can be identified. Figure A.2.6 shows the

coupling from H2 to HN1, confirming the assignment of HN1 and H2.

=

ppPm

.................................................................................. L 8.3
[ I I I I [ I [ I
8.3 8.2 8.1 8.0 7.9 7.8 7.7 7.6 7.5 7.4 opm

Figure A.2.5 Aromatic portion of the 'H-'H cosy spectrum of 12a.
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Figure A.2.6

"H-"H COSY spectrum of 12a showing the coupling between H2 and HN1.
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The °C NMR spectrum was acquired next, shown in Figure A.2.7. Rough
assignment could be carried out, with the sugar signals coming between 55-95
ppm, with the anomeric carbon C1, generally coming at ~92 ppm. The aromatic
carbons came at 125-135 ppm; carbonyl carbons were between 165-175 ppm

and the methyl groups of the acetates were approximately 20 ppm.

L

\ \ \ 1
180 175 170 ppm

Cc| |Cb
C1 C4 Cs C2 c12
Ca ciof|ce ||cs|ca c13
cd 01[1 Cs
130 120 110 100 90 80 70 60 50 40 30 ppm
Figure A.2.7 ¢ NMR spectrum of 12a; inset shows the carbonyl and C=S carbon signals.

To properly identify the carbon signals a *H-3C HSQC experiment was needed.
This gives the one bond coupling between proton and carbon, Figure A.2.8. The
standard HSQC was modified to an HSQC-135 experiment to give additional
information on the carbon type with CH and CHj3 signals appearing as positive
peaks and the CH, appearing as negative peaks. N-H protons show no signals as
they are not attached to carbon atoms. Since all the proton signals have been
assigned, the identity of any primary, secondary and tertiary carbon atoms are

known.
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Figure A.2.8 A'H-"c HsQc135 spectrum of 12a showing the one bond couplings between

proton and carbon. The H3 and H8 signals are now separated.

If two proton signals overlap, generally the HSQC experiment can separate them,
as they will often have different carbon signals. For example H3 and H8 of the p-
cymene signals overlap. The carbons that they are attached to have different
chemical shifts (~¥11 ppm), and so can be distinguished and the chemical shift of
the proton signals determined, this is shown in Figure A.2.8. If the coupling
information of the signal is wanted as well a SELTOCSY experiment can be run.
This is a 1D version of the TOCSY experiment. The experiment gives through the
bond correlations from a chosen irradiated signal. The mixing time (d9) is varied
and as it increases the further the through bond correlation can be seen. It has a
number of advantages over the traditional TOCSY experiment; such as shorter
acquisition time; very specific irradiation of the spectrum and much higher
resolution (While less than a standard 'H NMR spectrum, many coupling
constants can be obtained). Figure A.2.9 shows a series of SELTOCSY spectra with
increasing d9 values (15-150 ms) where the H1 signal has been irradiated. With

the long mixing time only the signals from the irradiated spin system are seen.
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Figure A.2.9 A series of SELTOCSY spectra of 12a with increasing mixing times (d9), the H1
signal has been irradiated; A) d9 = 15 ms; B) d9 = 60 ms; C) d9 = 200 ms; D)
Standard "H NMR spectrum.

The final signals left unidentified were the quaternary carbonyl, C=S and
aromatic signals. To distinguish them a 'H-1C HMBC experiment was run Figure
A.2.10. This gives the two and three bond proton to carbon coupling while
cancelling the 1 bond coupling. The standard experiment was modified to an
HMBC cigar experiment. This removes some of the residual 1 bond coupling
leftover in the standard experiment. The acetyl and amide carbonyl carbon
atoms are all close together. To distinguish them the long range coupling was
investigated. The acetyl carbonyl carbons show correlation to the carbohydrate
signals H1, H3, H4, H6a and H6b which all have acetates on their respective
oxygen’s. The carbonyl of the amide showed no coupling to a carbohydrate
proton but to HN2 and Hc, while the C=S carbon showed coupling to H2 and a

weak coupling to HN1.
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Figure A.2.10 Portion of the "H-Bc HMBC cigar spectrum of 12a showing the long range

coupling to the carbonyl and C=S carbons.

The quarternary carbons on the p-cymene could also be identified. The isopropyl
and the methyl group show coupling to different parts of the aromatic ring,
allowing them to be distinguished. Figure A.2.12 shows a summary of the long

range coupling seen in 11a.



Appendix Two — NMR details 250

. 1) P P

- e
B
= /@
O l L -
R H10, C10 H7, C9 ¥
4
- o9
— 9
- 93
\@.
} H7, C8 @
@» Lieo
al 3 0 @
— &
i = L1cs
H11, C11
T ' T T I ' T ' I ' I I ! I ! I T r T T T
3.4 3.2 3.0 2.8 2.6 2.4 2.z 2.0 1.8 1.6 1.4 1.2 oom
Figure A.2.11 Portion of the "H-Bc HMBC cigar spectrum of 12a showing the long range

coupling on the p-cymene ring.
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Figure A.2.12 Diagram showing the long range coupling between the various protons and

quaternary carbons on different portions of 12a; A) Thiourea; B) Acetate; C)

p-Cymene.
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Appendix Three

X-ray diffraction details

A3.1 Data Collection

Intensity data and unit cell dimensions for 8e, 14b and 48h were collected at the
University of Auckland on a Bruker SMART CCD diffractometer at 89 K, while data
for 8a, 9a, 39h and 48j were collected at the University of Canterbury on a

Bruker APEX Il CCD diffractometer at 93 K.

A.3.2 Solution and Refinement

Structures were solved by the direct methods option of sHELxS97 [3]. All non-
hydrogen atoms were either initially located or were found in subsequent
difference maps. Full-matrix least-squares refinement (sHELXL97 [4]) was based
on Fo° with all non-hydrogen atoms anisotropic, unless otherwise stated.
Hydrogen atoms on carbon atoms were refined using a riding model, hydrogen
atoms on oxygen or nitrogen were treated in two different manners. For good
data they were in a difference map and their positions were allowed to refine
and isotropic U values were constrained to 1.2 times the Ueq value of the atom
they were bound to. For data of poorer quality they were refined using a riding
model. All calculations were carried out by the sHELXL97 suite of programs [4] and
were run under WinGX [5]. All crystal structure graphics were generated using
ORTEP-3 [6]. The compounds crystallised in non-centrosymmetric space groups;
to get the correct absolute structure the Flack-x parameter [7, 8] was used for
structures with heavy atoms as well as inspecting the stereochemistry of the

sugar moiety and comparing to accepted literature stereochemistry.
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A.3.3 Statistical Analysis

To test the significance of the difference between two X-ray diffraction
measurements, the following formula was used, with a differences of more than

30 being considered significantly different.

0(A—B) =+/0%(A) + o2(B)

Figure A.3.1 Formula for determining the significance of the difference between two

measurements.
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