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Abstract: Rapid development of the copper-catalyzed amination of aryl halides in the beginning of
the 21st century, known as the Renaissance of the Ullmann chemistry, laid foundations for the use of
this method as a powerful tool for the construction of the C(sp?)-N bond and became a rival of the
Buchwald-Hartwig amination reaction. Various applications of this approach are well-documented in
anumber of comprehensive and more specialized reviews, and this overview in the form of a personal
account of the Cu-catalyzed arylation and heteroarylation of the adamantane-containing amines,
and di- and polyamines, covers a more specific area, showing the possibilities of the method and
outlining general regularities, considering reagents structure, copper source and ligands, scope, and
limitations. The material of the last decade is mainly considered, and recent data on the application
of the unsupported copper nanoparticles and possibilities of the Chan-Lam reaction as an alternative
to the use of aryl halides are also discussed.
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1. Introduction

The beginning of the 20th century was marked by the birth of the copper-mediated
reactions of carbon—carbon and carbon-heteroatom bond formation. In the pioneer research
carried out by Ullmann and Goldberg, copper powder was shown to provide access to
biphenyls [1], aryl amines [2], diaryl ethers [3], and N-aryl amides [4]. These reactions
employed stoichiometric amounts of copper and strong bases, and demanded very harsh
conditions; thus, the substrates’ scope was strictly limited. However, the simplicity of
the approach allowed for the synthesis of a series of valuable compounds via C-C, C-M,
C-0, and C-S bond formation, and some “classical” reactions of this type are still used in
industry [5-8].

The need for compounds bearing the N-(hetero)aryl moiety cannot be overestimated.
They are widely used in the synthesis of pharmaceuticals [9,10] and agrochemicals [11,12],
and for the fabrication of modern organic materials [13,14]. It is obvious that convenient,
reliable, and inexpensive methods for the synthesis of compounds with the C(sp?)-N bond
are always highly demanded. The so-called “Renaissance of the Ullmann chemistry” dates
back to the beginning of the 21st century and is associated with the application of the
ligands which allowed for the use of copper in catalytic amounts and the application of
rather mild reaction conditions. To note, the effect of ketones or esters on the rate of the
Ullmann reactions was noted even in 1964 [15]; however, at that time, it was thought to
be a result of a better solubility of the copper compounds. In 1997, the reaction of phenols
with aryl halides containing triazene fragments at the ortho position was reported [16],
and this fragment was described as an appended ligand for the copper catalyst. A real
breakthrough was a series of works by Buchwald [17], Ma [18], and Taillefer [19] which
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used the catalytic systems on the basis of in situ-formed Cu(Il) complexes with various
ligands. This approach proved to be exceedingly fruitful and further development of
the Cu-catalyzed amination and amidation reactions has been decisively linked with the
design and investigation of the ligands [20,21]. These ligands can be divided into three
main groups: N,N-ligands [22-26], N,O-ligands [27-31], and O,0-ligands [32-36], of which
the most widely used and efficient representatives are shown in Figure 1. The role of the
anionic ligands, which favor the oxidative addition and thus ensure milder conditions and
a wider scope of the aryl halides, was emphasized in [37-39], the oxalamide ligands being
essentially efficient for this purpose [40—42].
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Figure 1. Most important ligands for Cu-catalyzed C-N bond formation.

The development of the copper-catalyzed amination has been already described in
several comprehensive reviews. Two of them were published before 2010 by Ma [43]
and Taillefer [19]. Two other reviews are dedicated to the comparison of the copper- and
palladium-catalyzed amination reactions [44,45]. Further, a more thorough review has
been published [46], and some accounts emphasize the application of the method to the
synthesis of natural compounds [47,48]. During the last decade, the achievements in the
copper-catalyzed amination became a focus of three comprehensive studies [49-51], and
special cases of this approach have also been discussed recently [52,53].

One of the important trends in the study of the Cu-catalyzed amination and amidation
reactions is the use of heterogeneous and heterogenized copper catalysts immobilized on
various supports. The most frequently used copper salt for this purpose is Cul. The nature
of supports is versatile, and different organic linkers may serve as the ligands for the copper
cation. Cu catalysts are often immobilized on polymer supports [54—60]. For the needs of
the development of reusable catalysts, those containing magnetite particles were found to
be especially attractive [61-64].

The studies on the mechanism of Cu-catalyzed amination put forward several hy-
potheses. Taking into consideration the fact that copper in different oxidation states can be
successfully employed in catalysis, it was supposed that Cu(]) is a genuine catalytic parti-
cle which emerges in the course of the reduction process of Cu(Il) compounds [15,65-67].
In some protocols, additional reagents such as ascorbic acid are added to ensure this
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reduction [68,69], but many others do not envisage any special reductant [70,71]. In the
case of Cu(0), it is thought that, on contrary, its oxidation into CuyO gives rise to a cat-
alytically active Cu(l) [65,72]. The main types of proposed mechanisms are the following:
(1) oxidative addition of ArHal leading to Cu(Ill) complex followed by the reductive
elimination; (2) formation of the -complex of aryl halide with Cu(I) followed by the nu-
cleophilic substitution; (3) single electron transfer (SET) or hydrogen atom transfer (HAT);
(4) o-bond metathesis. The majority of researchers support the idea of a key role of Cu(III)
intermediate [46,73-77]; for this purpose, some researchers synthesized several stable com-
plexes of Cu(Ill) in order to study the coordination sphere of the metal cation and to carry
out their reactions with nucleophiles [78-80]. Ma investigated a series of reactions without
additional ligands and postulated that, in this case, aryl halides, acting as ligands, form
the m-complexes with the copper cation [27]. SET and HAT mechanisms involving radicals
were thought to be verified [66] by the use of the radical traps which hindered the reactions.
At last, metathesis with a four-membered transition state was proposed by Bacon [81]; this
mechanism suggests the coordination of the copper cation with the halogen atom of ArHal.
It is quite plausible that, with different reagents and in the presence of various ligands,
different mechanisms can be actualized.

Our research interests in the field of Cu-catalyzed amination cover the reactions
with adamantane-containing amines, diamines, oxadiamines, and polyamines. These
substrates are interesting due to their often complicated and unpredictable reactivity in
spite of the fact that the reactions proceed at primary amino groups. The outcome of the
reactions is strongly dependent on the spatial environment of the amino group in the case of
adamantaneamines, and the number of methylene groups, or oxygen or nitrogen atoms in
the chain for di- and polyamines. Previously, we thoroughly studied the (hetero)arylation
of these compounds in the presence of palladium catalysts [21] and found the scope and
limitations of this approach. In the following investigations, we compared the possibilities
of the application of a much cheaper copper and found the regularities of this process. Our
ongoing research deals with the employment of the copper nanoparticles instead of the
homogeneous Cul-catalyzed reactions as well as the search for new applications of the
Chan-Lam reaction; the present review will describe all of these versions of the C(sp?)-N
bond formation. The main objective of this review is to show the scope and limitations
of the copper catalysis with regard to the arylation and heteroarylation of these amines,
and the following aspects will be addressed: the dependence of the most appropriate
catalytic system on the nature of reagents, possibilities of N,N’-di(hetero)arylation of the
diamines, oxadiamines, and polyamines, the use of unsupported copper nanoparticles,
and the character of the Chan-Lam amination employing adamantaneamines, diamines
and oxadiamines.

2. Cul-Catalyzed Arylation of Adamantane-Containing Amines

Adamantane-containing amines and their derivatives are well-known for their versatile
biological activity; it is sufficient to mention that amantadine (adamantane-1-amine hydrochlo-
ride) has been used as an antiviral and antiparkonsonian drug for decades [82], memantine for
the treatment of Alzheimer’s disease [83], and bromantane (N-(4-bromophenyl)adamantane-2-
amine) [84] and its fluorine-containing analogue [85] as neurostimulation agents. Thus, it is
quite natural that, previously, we paid much attention to the elaboration of efficient methods
of N-(hetero)arylation of the adamantane-containing amines employing Pd(0)-catalyzed
amination reactions.

In the trend of replacing expensive palladium catalysis with much cheaper copper-
catalyzed reactions, we carried out an investigation of the arylation of a series of adamantane-
containing amines, 1-5, differing by the steric hindrances at the amino group, with a
model iodobenzene in the presence of various copper catalysts (Scheme 1) [86]. Several
widely employed ligands, L1-L7, were tested in the reaction and two of them, L1 (2-
isobityrylcyclohexanone) and L2 (rac-BINOL (BINOL = 2,2"-bi(1-naphthol)), both O,0O-type,
were found to be the most efficient in the reactions run in DMF at 140 °C and catalyzed
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by a standard Cul in the presence of Cs,COj3. Other solvents which were tested such as
propionitrile (EtCN) gave poorer yields, as well as did other copper sources (CuBr, CuOAc,
CuOT{, Cuy0, and CuO). Depending on the structure of the amine, they provided the
yields of the N-arylation products in the range of 63-90% and were further used for the
reactions with adamantane-containing amines. The highest yield (compound 6, 90%) was
observed in the reaction with the amine 1, in which the amino group is located furthest
from the adamantane core. The attempt to use bromobenzene instead of iodobenzene
resulted in a dramatic diminishing of the product yield.
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Scheme 1. Cul-catalyzed N-arylation of the adamantane-containing amines with iodobenzene.

The same amines, 1-5, were introduced in the reactions with para-substituted iodoben-
zenes containing typical electron donor and electron withdrawing substituents (Scheme 2).
It was interesting to follow the dependence of the yields of the N-arylated products; how-
ever, in the majority of cases, they ranged from 50 to 75%, and the advantage of the electron
deficient 4-iodotrifluoromethylbenzene over electron donor 4-iodoanisole was quite moder-
ate. Thus, in the reactions of 1-4, CF3-containing products 12, 15, 19, and 22 were obtained
in 55-79% yields, while MeO-containing products 13, 16, 20, and 23 were synthesized in
44-65% yields. Only more sterically hindered amine 5 gave generally lower yields with all
of the iodobenzenes which were tested (compounds 24-26).
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Scheme 2. Cul-catalyzed N-arylation of the adamantane-containing amines with para-substituted
iodobenzenes.
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The extension of the series of the adamantane-containing amines (compounds 27-40)
was undertaken to reveal the dependence of the amines’ structure on the outcome of the
copper-catalyzed N-arylation (Scheme 3) [87]. The reactions were run under optimized
conditions with iodobenzene and its several p-substituted analogues. The amines 27-29,
31, 32, 36, and 3840 provided similar results as described above, obviously, due to a lack
of notable steric hindrances. The yields of the corresponding derivatives with the methoxy
group were somewhat lower and ranged from 36 to 58%. To note, the presence of the
hydroxyl group in the amines 39 and 40 did not alter its good reactivity in the N-arylation
reactions. In the case of the amines 30 and 33, steric hindrances were more pronounced,
which led to diminished yields of the corresponding products 53-56 and 62—-65. Amines
34 and 35 were less reactive and the use of three equiv. of iodobenzene was inevitable,
allowing for a 54% yield of the product 66, but only a 15% yield of 67. The reactivity of the
amine 37 was also substantially lower than that of its analogue, 38, probably due to the
presence of the ethylenediamine moiety in the first, which could better bind copper than
the NCH,CH,CH;N fragment in 38, thus removing it from the catalytic cycle.

R

81:Y =CHCH3, R=H, 67%

I
H 77:Y =CHy, R=H, 62%
Y N 78:Y = CHy, R=F, 68%
R X~-NH @\ 79:Y = CHy, R = CF3, 75%
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27-40 41-76 77-84 84:Y = CHCHj3, R = OMe, 51%
41: X = 2-CH,p, R=H, 58% §3: X = 2-(CH(Ph)CHy), R = H, 45% 66: X = 1-(CH(CHg)), R = H, 54% (3 equiv. Phl)
42:X = 2-CHo R = F. 47% 54: X = 2-(CH(Ph)CH,), R = F, 35% 67: X = 1-(CH(Ph)), R = H, 15% (3 equiv. Phl)
43: X = 2-CH2 R= CF3 55% 55: X = 2-(CH(Ph)CH2) R= CF3 58% 68: XNHZ = 1-NH2, R= H, 81%
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45:- X = 2-(CH(CH3)CH2) R= H 59% 57: XNHZ =2-NH R = H, 78% 70: XNHZ = 1-NH2, R= CF3, 86%
46: X = 2(CH(CHy)CH,), R =F, 51% 58: XNH, = 2-(piperazin-d-yl), R = H, 32% 71: XNH, = 1-NHj, R = OMe, 20%
47: X = 2-(CH(CH,)CH,), R = CF3, 51% 59: XNH, = 2-(piperazin-4-yl), R = F, 74% 72: X = 1-(NHCH,CH,), R = H, 38%
48: X = 2-(CH(CH3)CH,), R = OMe, 43% 60: XNH, = 2-(piperazin-4-yl), R = CF3, 54% 73: X = 1-(NHCH,CH,CH,), R = H, 57%
49: X = 2- (CH(CZH5)CH2 ), R =H, 82% 61: XNH, = 2-(piperazin-4-yl), R = OMe, 67% 74: X = 1-(NHCH,CH,CH,), R = F, 63%
50: X = 2-(CH(C,Hg)CH,). R = F. 52% 62: X = 1-(CH,CH(C,Hs)), R = H, 46% 75: X = 1-(NHCH,CH,CHy), R = CF3, 75%
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Scheme 3. Cul-catalyzed N-arylation of a variety of adamantane-containing amines with iodobenzenes.

The possibility to conduct an N,N'-diarylation reaction of the adamantane-containing
diamines 85 and 86 was shown using several iodobenzenes (Scheme 4) [88]. Depending on
the substituent in iodobenzene, ligand L1 or L2 was found to be optimal. Better yields were
obtained with the diamine 85, where amino groups are located further form the adaman-
tane core, and the yields of the corresponding derivatives 87-92 ranged from 50 to 79%. It
is interesting that the best yield was observed in the reaction with the electron-enriched
p-iodoanisole (compound 92), probably due to fewer side reactions with this less active
iodide. In the reactions with the diamine 86, generally, the yields of the diarylated prod-
ucts were notably lower, and several by-products were isolated, evidencing a substantial
contribution of the formation of the amine-imine followed by its transformation into the
corresponding aldehyde and subsequent processes.
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A special investigation was dedicated to the possibilities of the reactions run in DMSO
instead of DMF [89]. The reactions with various amines, 1, 3-5, 28, 29, 34, 35, featuring a
different spatial environment of the amino group were carried out with iodobenzene at
110 °C (Scheme 5). The results were quite comparable with those obtained in DMF at 140 °C;
moreover, the arylation of the most hindered amines, 34 and 35, allowed for increasing the
yields of the corresponding derivatives, 66 and 67, when three equiv. of Phl were employed.
The reactions of the amine 1 with various para- and meta-substituted iodobenzenes provided
good to high yields of the products 99-114 (63-83%). The influence of the electron properties
of the substituents was poorly manifested though the yields in the reactions with the
electron donors p-iodotoluene and p-iodoanisole, and these were among the smallest
(63-64%). DMSO also helped to carry out the reactions with much more problematic
ortho-substituted iodobenzenes (R = Me, F, Cl, CN). Further, 2-iodotoluene, taken in a
three-fold excess, gave a 66% yield of the arylation product 115, while other o-substituted
iodobenzenes provided 47-48% yields of the corresponding compounds 116-118.

o
(>N
{[Tn N + Cul/L/DMF " H /©/R
NH2 CSzCO3 n H
n R 110-140°C
ggfnfg 87:n=1,R=H, 66% (L2) 93:n=0,R=H, 84% (L2)
-n= 88:n=1,R=Ph, 50% (L1) 94: n =0, R = Ph, traces (L2)
89:n=1R=F 57% (L1) 95:n=0,R=F,41% (L2)
90: n =1, R=CFj3, 52% (L2) 96:n =0, R=CFj3, 20% (L2)
91:n=1,R=CH3 70% (L1) 97:n =0, R =CHg, 28% (L2)
92:n=1,R=0CHs3, 79% (L1) 98: n =0, R = OCHj3, 35%
Scheme 4. Cul-catalyzed N,N'-diarylation of the adamantane-containing diamines with iodobenzenes.
6: X = 1-(OCH,CH,), 76%
8: X = 2-(CH,CH,), 67%
L X~NHz _cuiiL1 ,X~NH 9: X = 1-CHy, 72%
10: X = 1-(CH,CH(CHs)), 60%
CSzCOg 45: X = 2- (CH(CH3)CH2), 68%
DMSO 49: X = 2-(CH(C,Hz)CH,), 65%
66: X = 1-(CH(CH3), 62%
1,35, 28, 29, 34, 35 110°C 6,810, 45,49,66,67 7. x = 1 ﬁCH§Ph)§? 31%
NH, ! Cul/L1 N~
S~ + | I~ \
o _ o 7
- Cs,CO; R/
1 DMSO 99-114
110°C
99: R =4-Br, 74% 107: R = 3-CN, 79%
100: R = 3-Br, 72% 108: R = 4-MeCO, 74%
101: R = 3-Cl, 66% 109: R = 3-MeCO, 66%
102: R = 4-Me, 63% 110: R = 4- COOEt 75%
103: R = 3-Me, 76% 111: R = 3-COOEt, 77%
104: R = 4-OMe, 64% 112: R = 4-Ph, 69%
105: R = 3-OMe, 83% 113: R = 3-Ph, 66%
106: R = 4-CN, 78% 114:R=4COPh 75%
R R
NH, I Cul/L1 H 115: R = Me, 66%
O/\/ + S~ 116:R=F, 47%
Cs,CO;4 0 117: R = Cl, 48%
1 . DMSO g 118: R=CN,48%
3 equiv. 110°C 115-118

Scheme 5. Cul-catalyzed N-arylation of the adamantane-containing amines with iodobenzenes—effect

of DMSO.
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3. Cul-Catalyzed Heteroarylation of Adamantane-Containing Amines

Molecules which combine adamantane and pyridine moieties in their structure are
of great importance due to their versatile biological activities. A 2-aminoadamantyl-
containing derivative of pyrrolopyridine known as Peficitinib is used for rheumatoid arthri-
tis treatment [90], and Cu(Il) complexes of certain adamantane-substituted pyridines pos-
sess anticancer activity [91]. Derivatives of 2-aminopyridine with adamantane fragments
were shown to inhibit 113-hydrosteroid dehydrogenase 113-HSD1 [92-94], and adaman-
tane derivatives of three-substituted pyridine act as antifungal [95] and antinicotinic [96] agents.
A great variety of methods exists to introduce heteroaromatic moieties in the adamantane-
containing compounds. Interesting radical reactions for the direct transformations of adaman-
tane have been described in a recent review [97]. Thus, quinolinyl-substituted adamantane was
obtained via a radical process [98], and modern photocatalytic [99] and photoredox [100] pro-
cesses were applied for the introduction of quinoline and trifluoromethylpyridine structural
fragments into adamantane moiety.

We investigated the possibilities of the Cu(l)-catalyzed amination of 2- and 3-iodopyridines
(Scheme 6). Ligands L1-L4 were tested and the best efficiency of L1 was undoubtedly
shown. The reactivity of 2-iodopyridine was compared with that of 2-bromopyridine, and
while the first afforded a 72% yield in the reaction with the amine 1, the latter provided 57%
of the N-pyrid-2-yl containing product 119. A series of the adamantane-containing amines
was tested in the reaction with 2-iodopyridine, and those with the unhindered amino group
provided good to high yields of the target products (55-90%) [101]. In the case of the
more sterically demanding amines 4 and 5, the use of three equiv. of Phl was necessary
to increase the yields of 123 and 124; the more hindered amines 35 and 36 provided low
yields of the corresponding products 127 and 128 (15 and 36%, respectively).

A
X | X (j
@ “NH, (/ Cul/L1 @/ \N/'\N/
+ | J H
N7 Cs,CO5, DMF, 140°C

1-6, 31, 32, 35, 36

2, 3l 119-128 (2-Py)
129-136 (3-Py)
2-Py 3-Py
119: X = 1-(OCH,CH,), 72% 129: X = 1-(OCH,CH;), 74%
120: X = 1-(CH,CH,), 90% 130: X = 1-(CH,CH,), 83%
121: X = 2-(CH,CH,), 90% 131: X = 2-(CH,CHy), 85%
122: X = 1-CH,, 63% 132: X = 1-CH,, 75% (3 equiv. 3-IPy)
123: X = 1-(CH,CH(CHg3), 57% (3 equiv. 2-IPy)  133: X = 1-(CH,CH(CHj3), 75% (3 equiv. 3-IPy)
124: X = 2-(CH(CH3)CH,), 90% (3 equiv. 2-IPy)  134: X = 2-(CH(CH3)CH5), 73%
125: XNH, = 2-NH,, 55% 135: XNH; = 2-NH,, 67%
126: X = 2-(piperazin-4-yl), 55% 136: X = 2-(piperazin-4-yl), 55% (3 equiv. 3-IPy)
127: X = 1-(CH(Ph)), 15%
128: XNH, = 1-NH,, 36%

Scheme 6. Cul-catalyzed N-heteroarylation of the adamantane-containing amines with 2- and
3-iodopyridines.

Similar results were obtained with 3-iodopyridine (Scheme 6). Amines 1-3, 28, and
31 afforded 67-85% yields of the N-heteroarylated products and, in the case of the more
sterically hindered amines 4 and 5, the application of three equiv. of Phl was required to
increase the yields of compounds 132, 133. To note, the secondary cyclic amino group in
the piperazinyl derivative of adamantane 32 turned out to be less reactive than the primary
amino groups, and it also demanded the use of Phl excess.

As a special case, we studied the amination of 2-fluoro-5-iodopyridine with a series of
adamantane-containing amines (Scheme 7) [102]. The main peculiarity of this process is
the competition of the Cu(I)-catalyzed substitution of the iodine atom and the non-catalytic
substitution of the fluorine atom. In the case of the application of 10 mol% catalyst and 1:1
ratio of the reagents, generally, only the mixtures of the products were obtained, but the
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X

O

1-5, 27-29, 34, 37, 38

2 equiv.

use of 20 mol% catalyst and two-fold amount of the amine led to a substantial increase in
the yields of the target 5-amino-2-fluoropyridines. In some cases (compounds 137, 140, 146,
and 147), they reached 92-98%, and it is noteworthy that enough reluctant amines such as
34 and 37 successfully participated in this reaction.

' CuliL1

Cs,CO3, DMF, 140°C
side products of non-catalytic

137-147 substitution
137: X = 1-(OCH,CH,), 92% 143: X = 2-(CH(CH3)CH,), 76%
138: X = 1-(CH,CHy), 55% 144: X = 2-(CH(C,H5)CH,), 82%
139: X = 2-(CH,CHy,), 65% 145: X = 1-(CH(CHj3)), 54%
140: X = 1-CH,, 95% 146: X = 1-(NHCH,CH,), 98%
141: X = 1-(CH,CH(CH3), 66% 147: X = 1-(NHCH,CH,CH,), 95%
142: X = 2-CH,, 75%

Scheme 7. Cul-catalyzed N-heteroarylation of the adamantane-containing amines with 2-fluoro-
5-iodopyridne.

The amines 1-5 and 27 were introduced in the reactions with other dihalopyridines to
explore the selectivity of the iodine substitution (Scheme 8). The reactions with 2-bromo-5-
iodopyridine turned out to be totally non-selective, and the amination of the isomeric 5-
bromo-2-iodopyridine led to the corresponding products of the iodine substitution 148-152
in moderate yields (31-50%). The amination of 2-chloro-5-iodopyridine with the same
amines produced compounds 153-157 in somewhat higher yields (44-63%). Neverthe-
less, the presence of much-less reactive additional halogen atoms (Cl, Br) diminished the
selectivity of the amination process, giving rise to unidentified by-products.

X | X
~
Z > NH, N7 >SN
N N
@ Cul/L1 Cul/L1
— 0,
153157 DMF/Cs,CQ4/140°C 1-5, 27 DMF/Cs,C0O3/140°C 148-152
148: X = 1-(CH,CH,), 46%
163: X = 1-(CH,CH,), 61‘;/0 N Br Cul/L1 149: X = 2-(CH,CH,), 46%
154: X = 2- (CHcho) 63% » DMF/Cs,CO4/140°C 150: X = 1-CH,, 46%
155: X = 1-CH,, 50% N 151: X = 1-(CH,CH(CH,), 31%
156: X = 1-(CH,CH(CH3), 48% 152: X = 2-CH,, 50%
157: X = 2-CH,, 44% N
N
X /@;J 158: X = 1-(OCH,CH,), 74%
>N Z 159: X = 1-(CH,CH,), 46%
H 160: X = 2-(CH,CH), 57%
161: X = 1-CH,, 47%
162: X = 1- (CHZCH(CH3) 56%
158-163 163: X = 2- CH2 65%

Scheme 8. Cul-catalyzed N-heteroarylation of the adamantane-containing amines with 5-bromo-2-
iodopyridine, 2-chloro-5-iodopyridine, and 6-bromoquinoline.

Though 3-bromopyridine was found to be unreactive in Cu(I)-catalyzed amination,
6-bromoquinoline was successfully aminated by a series of adamantane-containing amines,
and the yields of the products 158-163 varied from 46 to 74%. In all of the abovementioned
processes, the Cul/L1 catalytic system was the most efficient.

It is well known that the adamantane derivatives bearing fluorine substituents are of
substantial interest for a drug design. Indeed, compounds combining adamantane and
fluoroaryl moieties display antituberculosis [103] and antiinflammatory [104] activities, as
they inhibit tropoisomerase II [105] and purino receptor P2RX7 [106]. Adamantane deriva-
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tives with trifluoromethyl substituent inhibit 113-HSD1 [93,107], melanin concentrating
hormone MHC1 [108], and the ligands of cannabinoid receptor CB2 [109].

In this regard, we studied the heteroarylation of several adamantane-containing amines,
1, 3-5, 27, and 28, with fluoro- and triflurormethyl-substituted 2-bromopyridines [110,111].
The reactions were run with 2-bromo-3-fluoro-, 5-fluoropyridines, and 3-, 4-, 5-, and
6-trifluoromethylsubstituted 2-fluoropyridines using the optimized Cul/L1 catalytic sys-
tem (Scheme 9). It was found that 2-bromo-3-fluoropyridine and especially 2-bromo-3-
trifluoromethylpyrdine were not reactive enough under copper catalysis conditions due to
steric hindrances at the bromine atom; thus, they were aminated using alternative Pd(0)-
catalyzed reactions. The other 2-bromopyridines allowed for good to high yields of the
corresponding products. The best results were obtained with the amine 3, as it produced
N-pyridyl derivatives 165, 171, 177, and 183 in 79-89% yields. Among the CF3 derivatives,
2-bromo-6-trifluoromethylpyridine allowed for the formation of the amination products
in the highest yields (up to 97% in the case of 186). Probably, the reactivity of the bromine
atom in this compound was optimal: on one hand, enough for the amination reaction to
proceed at a sufficient rate, on the other hand, allowing for avoidance of the formation of
many by-products in the course of other catalytic processes.

> SNH R >
@ 2 ‘\i oo, a
+ >
LN/ Br DMF/Cs,C0O3/140°C

1,3-5, 27,28
R=5-F R=4-CF; R =5-CF; R = 6-CF,4

164: X = 1-(OCH,CH,), 66% 170: X = 1-(OCH,CH,), 62% 176: X = 1-(OCH,CHy), 65% 182: X = 1-(OCH,CH,), 58%

165: X = 2-(CH,CH), 84% 171: X = 2(CH,CH,), 79% 177: X = 24CHyGHy). 1% breibolly bonic vk

166: X = 1-CHy, 61% 172: X = 1-CH,, 46% 178: X = 1-CH,, 59% 184: X = 1-CH,, 49%

167: X = 1-(CH,CH(CH), 67% 173: X = 1-(CH,CH(CH3), 56% 179: X = 1-(CH,CH(CH3), 53%  185: X = 1-(CH,CH(CH3), 67%

168: X = 2-CH,, 75% 174: X = 2-CH,, 64% 180: X = 2-CH,, 69% 86: X = 2-CH,, 97%

1
169: X = 2-(CH(CH3)CHy), 65% 175: X = 2-(CH(CH3)CHy), 52% 181: X = 2-(CH(CH3)CH,), 71%  187: X = 2-(CH(CH3)CH,), 69%

Scheme 9. Cul-catalyzed N-heteroarylation of the adamantane-containing amines with fluoro- and
trifluoromethyl-substituted 2-bromopyridines.

4. C-N Bond Formation Using Unsupported Copper Nanoparticles

A special case is the use of copper nanoparticles (Cu NPs) in catalytic C-N bond forma-
tion. Often, copper and copper oxide nanoparticles immobilized on various supports are
used, such as nanocatalysts immobilized on silica gel [112] and maghemite-silica magnetic
support [113]; the following supports are also well-known: TiO; [114], graphene [115], and
multiwall carbon nanotubes (MWCNTs) [116]. The use of unsupported copper nanopar-
ticles in amination reactions is quite rare, and mainly CuO NPs were described for this
purpose [117-121].

We began an investigation of the possibilities of the unsupported copper and copper
oxide nanoparticles to promote the arylation of various amines, including adamantane-
containing compounds. At first, the optimal conditions for the Cu-catalyzed amination of
PhI with a model n-octylamine were established (Scheme 10) using copper nanoparticles
of various average sizes: 10/80 nm (mixture of two fractions), 25 nm, 72 nm, 86 nm, and
CuO 65 nm [122,123]. The reactions were run in DMSO or DMF at 110 °C or 140 °C, and
a variety of ligands were tested. For the arylation with iodobenzene, L2 was found to be
the best choice, as it allowed for the synthesis of N-octylaniline 188 in 86-95% yields. The
best result (82%) for the heteroarylation of n-octylamine with 2-iodopyridine was obtained
using the Cu NPs 25 nm/L3 catalytic system, and other combinations of nanoparticles and
ligands gave poorer yields. The possibilities of the catalyst recycling were revealed to be
strongly dependent on the copper source, and the best result was obtained with the Cu
NPs 25 nm/L1 system (up to eight cycles without loss of the catalyst’s activity).

Optimized conditions were applied to the arylation of a variety of adamantane-
containing amines, 1, 3-5, 28, and 29, with iodobenzene (Scheme 11) [89].
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X
C @4
N7 )
= 1.25 equiv. 1.25 equiv. PPN
“ ‘ /\/\/\/\NH2 N
IO Cu NPs or CuO NPs/L Cu NPs or CuO NPs/L2 H
189 H Cs,CO;, DMSO Cs,CO; 188
110°C DMSO, 110°C

Cu NPs 25 nm/L3, 82%

CuNPs 10/80 nm/L1, 60%
CuNPs 10/80 nm/L2, 59%

CuO NPs 65 nm/L2, 62%
CuO NPs 65 nm/L3, 64%

X—NH,

B -

1, 3-5, 28, 29

95% (Cu NPs 10/80 nm)
87% (Cu NPs 25 nm)
88% (Cu NPs 72 nm)
86% (Cu NPs 86 nm)
89% (CuO NPs 65 nm)

Scheme 10. Initial studies of the (hetero)arylation of a model n-octylamine with iodobenzene and

2-iodopyridine using unsupported Cu and CuO nanoparticles.

X—NK 6: X = 1-(OCH,CH,), 88% (Cu NPs 25 nm/L1)
Cu NPs/L1 2 8: X = 2-(CH,CHy), 92% (Cu NPs 10/80 nm/L2)
9: X = 1-CH,, 86% (Cu NPs 25 nm/L1)
o 10: X = 1-(CH,CH(CHj)), 85% (Cu NPs 25 nm/L1)
DMSO/Cs,CO4/110°C 45; X = 2-(CH(CH3)CH,), 85% (Cu NPs 10/80 nm/L2)
6, 8-10, 45, 49 49: X = 2-(CH(C,H5)CH,), 82% (Cu NPs 10/80 nm/L2)

Scheme 11. N-arylation of the adamantane-containing amines with iodobenzene using unsupported
Cu NPs.

The results were encouraging, as the yields of the target products (85-92%) were sub-
stantially higher than those obtained with Cul catalyst (65-76%, Scheme 5). The application
of various substituted iodobenzenes for the arylation of amine 3 in the presence of another
efficient system Cu NPs 10/80 nm /L2 (Scheme 12) was equally successful, and the yields
of many products reached 90% and more (18, 20, 190-192, 194, and 197). Some of these
reactions gave better results in DMSO at 110 °C, and others successfully proceeded in
DMEF at 140 °C. It is clearly seen that the high yields could be obtained both with electron
donor and electron withdrawing substituents in iodobenzenes. The experiments on catalyst
recycling demonstrated the possibility of the use of Cu NPs 25 nm/L1 for the arylation of
amine 3 with iodobenzene at least in seven cycles without a decrease in the product’s yield.

18: R = 4-F, 95% (DMSO)
19: R = 4-CF;, 82% (DMSO)

Cu NPs 10/80 nm/L2 20: R = 4-OMe, 91% (DMF)

190: R = 3-F, 93% (DMSO)
DMSO, 110°C 191: R = 3-CF3, 93% (DMSO)
o 192: R = 3-OMe, 94% (DMF)
3 or DMF, 140°C 18-20, 190-198 193: R = 4-CN, 88% (DMSO)
Cs,C04 194: R = 3-CN, 90% (DMSO)
195: R = 4-COOMe, 47% (DMF)
196: R = 3-COOEt, 49% (DMF)
197: R = 4-Ph, 90% (DMF)
198: R = 4-COPh, 72% (DMF)

Scheme 12. N-arylation of the adamantane-containing amine 3 with substituted iodobenzenes using

unsupported Cu NPs.

The N-heteroarylation of the adamantane-containing amines turned out to be more
problematic (Scheme 13) [124]. The reactions of the amines 1, 3-5, and 28 with 2-iodopyridine
gave 62-76% yields and it was noted that the effect of the ligand (L1 or L3) was de-
pendent on the structure of the amine. In the reactions with the fluorine-containing 2-
bromopyridines, the Cu NPs 25 nm /L3 catalytic system was found to be the best; however,
the yields of the products ranged from humble, 24% (166), to high, 75-78% (183, 184).
Generally, as in the reactions catalyzed by Cul/L1, the best results were obtained with
2-bromo-6-trifluoromethylpyridine.

While copper nanoparticles were more efficient than Cul in the N-arylation of the
adamantane-containing amines with iodoarenes, they provided lower yields with bro-
moarenes under the same conditions, e.g., the attempts to introduce 6-bomoquinoline
in the amination with several amines in the presence of Cu NPs/L1 resulted in 11-25%
yields of the corresponding products 158, 160, and 161, while these reactions catalyzed by
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the Cul/L1 system provided 47-74% yields (Scheme 8). However, the application of Cu
NPs/L2 for these reactions provided stable 70-75% yields of the products.

R
X X 7/

@ X—NH, | 1gr { \
N I | “ \N>

e
X-NH @ N X-NH
/5
Cu NPs 25 nm/L Cu NPs 25 nm/L3
Cs,COg3 1,3-5,28 Cs,CO4

DMSO, 110°C DMSO, 110°C
-(OCH,CHj), 69% (L1) 165: X = 2-(CH,CH,), R = 5-F, 39% 183: X = 2-(CH,CH,), R = 6-CF3, 78%
-(CH,CH,), 76% (L3) 166: X = 1-CH,, R = 5-F, 24% 184: X = 1-CH,, R = 6-CF3, 75%
-CH,, 64% (L3) 171: X = 2-(CH,CH,), R = 4-CF3,54%  185: X = 1-(CH,CH(CHa)), R = 6-CF3, 41%
-(CH,CH(CHg)), 73% (L3) 177: X = 2-(CH,CHy), R = 5-CF3, 62%  186: X = 2-(CH(CH3)CH,), R = 6-CF3, 66%
-(CH(CH3)CH,), 62% (L1) 178: X = 1-CH,, R = 5-CF3, 42% 199: X = 2-(CH(C,Hs)CH,), R = 6-CF3, 61%

Scheme 13. N-heteroarylation of the adamantane-containing amines with substituted iodopyridines
using unsupported Cu NPs.

5. N,N’-Diarylation of the Di- and Polyamines Using Cu(l) Catalysis

Naturally occurring diamines such as putrescine 201, cadaverine 202, and some polyamines,
are biologically active compounds which play a key role in cells’ proliferation and apoptosis [125],
and more and more attention is attracted to their N-aryl derivatives [126-128], E.g., such deriva-
tives of putrescine and cadaverine showed cytotoxic and antiproliferative activity [129],
N-(p-tolyl) substituted cadaverine, and hexane-1,6-diamine demonstrated an affinity to
NMDA receptors and antileishmaniasis activity [130,131].

We were mainly interested in the synthesis of N,N’-diarylsubstituted diamines and,
for this purpose, conducted a series of reactions of the diamines 200-203 with iodoben-
zene and some p-substituted derivatives (Scheme 14) [132]. The catalytic system Cul/L1
was shown to be optimal and the yields of the reaction products 204-207 reached 70-80%
in the best cases. It was noted that the electron-enriched p-iodoanisole was less reac-
tive, giving 20-50% yields of the target compounds 204e-207e; on the contrary, the reac-
tions with electron-deficient 4-iodobenzotrifluoride provided enough high yields of the
compounds 204d-207d.

R
HZN/\(\d/n\NH2 2.5 equiv. \Q\NW /©/

N
Cul/L1 H n H

200:n = 1 Cs,CO3, DMF 204a-e: n =1, 42-75%

201:n=2 140°C 205a—e: n = 2. 46-58%

%gg 2 ;2 R =H (a), Ph (b), F (c), 206a—e5 n= 3, 22:5326

CF3 (d), OMe (e) 207a-e: n = 4, 34-81%

Scheme 14. Cul-catalyzed NN’ -diarylation of the diamines 200-203 with substituted iodobenzenes.

The investigation of the N,N'-diarylation of the tatraamine 208 with iodobenzene and
a number of aryl iodides revealed that the best ligand in this case was L3 with MeCN as
a solvent (Scheme 15) [133]. Bromobenzene was shown to be equally reactive with this
tetraamine, which could be due to the coordination of copper to the tetraamine, resulting
in a higher reactivity of the catalytic species. On the other hand, it caused the side reaction
of the N-arylation of the secondary amino groups in the tetraamine, and moderate to
good yields of the target compounds 209a-g (42—-67%) were obtained independently of the
electron properties of the substituents in iodobenzenes.

Further, several iodobenzenes were introduced in the reactions with the naturally
occurring tri- and tetra-amines 210-213 (Scheme 16). The yields of the target N,N'-diaryl
derivatives 214-217 varied substantially depending on the nature of the polyamines and
substituents in the aryl iodides. To note, in the case of 210 and 212, containing only
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trimethylenediamine moieties, the Cul/L3/EtCN catalytic system was more efficient, while
in the reactions of 211 and 213 with tetramethylenediamine fragments, Cul/L1/DMF
was found to act better. Again, p-iodoanisole provided the lowest yields of the target
compounds, and the N,N'-diarylation of 210 and 213 generally proceeded more smoothly
and resulted in higher yields of the products compared to the two other polyamines.

AN Hal
R
¥

209f, 68% (Hal
209g, 52% (Hal

7
H 2.5 equiv. R— | N N
HzN/\/\N/\/ A X [ S NT ) e
CullL3 N N \©»R
208 Cs,CO3, MeCN

reflux 209a, 65% (Hal = Br), 59% (Hal = 1)
R = H (a), 3-Me (b), 4-Cl (c), 4-Ph (d), 209b, 55% (Hal = Br), 67% (Hal = 1)

2-83NEt2 (e), 4-(4-MeCOCgH,) (), 2883’ j%‘;//‘; ((:g"l = 'l))

-OMe (g) 209e, 58% (Hal = 1)

Scheme 15. Cul-catalyzed N,N’-diarylation of the tetraamine 208 with substituted halobenzenes.

! Cul/L1 or L3 R R
- T T
R Cs,COs, E1CN or DMF N NN

210-213 .
2.5 equiv. 110°C or 140°C H H
_ 214a-e, 21-75%
R =H (a), Ph (b), F (c), CF3 (d), OMe (e) 215a_e. 35-51%
216a—e, 17-38%
HzN/\/\N/\/\NHz 210, norspermidine 217a-e, 23-69%
H

HZN/\/\N/\/\/NHz 211, spermidine
H

HZN/\/\H/\/\H/\/\NHZ 212, norspermine
H
H N/\/\N/\/\/N\/\/NH2 213, spermine
2
H

Scheme 16. Cul-catalyzed N,N’-diarylation of the tri and tetra-amines 210-213 with substituted
iodobenzenes.

Oxadiamines, due to their hydrophilicity and chelating ability, are employed as flexible
linkers for the synthesis of biologically active compounds. The structure and the length
of the linker can modify the activity [134], and linkers can be incorporated in the organic
molecules [135-138] or serve as a bidentate ligand for binding two Pd or Pt complexes [139].

We investigated the N,N'-diarylation of three different oxadiamines, 218-220, varying
their length, and number of oxygen atoms and methylene groups between N and O atoms
(Scheme 17) [140]. Cul/L1 in DMF was shown to be the most active catalytic system, and
trioxadiamine 218 was reacted with a large series of aryl iodides. In the majority of cases,
the yields were good to high, attaining 91% in the case of 221m (with 4-CN substituent in
the phenyl ring). A lower, 43%, yield was recorded for the product 221s, obtained from the
electron-enriched p-iodoanisole, and, suddenly, the reactions with p-fluoroiodobenzene and
4-iodobenzotrifluorides gave very small yields of the target compounds 221h k. Similar
observations were true for the two other oxadiamines, 219 and 220, which also encountered
difficulties upon reacting with these aryl iodides, especially with the latter one. On the
contrary, much higher yields were observed in the reactions with o-fluoroiodonbenzene
(77% yield of 221j and 58% yield of 222j).

Special investigations were also carried out to verify the absence of the side N,N-
diarylation process, which is common for palladium-catalyzed amination reactions. For
this purpose, diamines and oxadiamines were reacted with 10 equiv. of Phl and only the
traces of the polyarylated derivatives were detected in the reaction mixtures in several
cases. On the other hand, it helped to increase the yields of some N,N’-diphenyl derivatives
to 80-90%.
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HoN o 0 NH; 221b: R = 3-Me, 65% 2211: R = 3-CF3, 21%
218 221c: R = 3-Br, 85% 221m: R =4-CN, 91%
221d: R = 3-1, 53% 221n: R = 3-CN, 78%
HN o™ O, 221e: R = 4-Ph, 65% 2210: R = 2-CN, 40%
219 221f: R = 4-(4-MeCOCgH,), 72% 221p: R = 4-COPh, 71%
221q: R = 4-MeCO, 85%

HoN \/\/o\/\/\o/\/\NH2

=

NS

N

N
H

2219g: R = 3-CONEty, 52% "
221h: R = 4-F, 24% (35% with 4-bromoiodobenzene) 221r: R =3-Ph, 50%

221i: R = 3-F, 82% 221s: R = 4-OMe, 43%
221t: R = 3-OMe, 64%

220 221j: R=2-F, 77%
X = OCH,CH,0: 222 X = CH,0CH,CH,CH,CH,OCH,: 223
222f: R = 4-(4-MeCOCgHy,), 60% 223h: R = 4-F, 58% (48% with 4-bromoiodobenzene)
2229g: R = 3-CONEt,, 52% 223i: R=3-F, 77%
222h: R = 4-F, 34% (54% with 4-bromoiodobenzene) 223j: R = 2-F, 30%
222i: R = 3-F, 70% 223k: R = 4-CF3, 28%
222j: R = 2-F, 58% 223I: R = 3-CF3, 91%

222k: R = 4-CF3, 14%
222I: R = 3-CF,, 98%

Scheme 17. Cul-catalyzed N,N'-diarylation of the oxadiamines 218-220 with substituted iodobenzenes.

6. N,N'-Diheteroarylation of Di- and Polyamines Using Cu(I) Catalysis

The next part of our research was dedicated to the N,N’-heteroarylation of the di- and
poly-amines. The diamines 200-203 reacted with 2- and 3-iodopyridines in the presence
of the Cul/L1 catalytic system, and the yields of the target dipyridinyl derivatives were
dependent on the nature of the diamines and were the highest for the shortest diamine
(compounds 224 and 228) (Scheme 18) [141]. The use of 20 mol% catalyst was crucial
for the N,N’ -diheteroarylation; however, in many cases, monopyridinyl derivatives were
also isolated.

|
AN | N
| P
N

= N7 Z | ~ |

~ | HZNMNHQ N /WN ~ _N
/\M/\N N Cul/L1 n Cul/L1 m n H

nH Cs,CO3 DMF 200: n =1 Cs,CO;3 DMF
1405 201:n=2 140°C 228:n=1,70%

224:n=1,70% 202:n=3 229:n=2,45%
225:n=2,58% 203:n=4 230:n=3,74%
226:n=3,37% 231:n =4, 26%

227:n=4,36%

Scheme 18. Cul-catalyzed N,N'-diheteroarylation of the diamines 200-203 with 2- and 3-iodopyridines.

More complicated were the reactions of tri- and tetraamine 210, 212, 232, and 233 with 2-
and 3-iodopyridines due to many side reactions such as the heteroarylation of the secondary
amino group and the N,N-diheteroarylation of the primary amino group (Scheme 19) [142].

In several cases, the formation of great amounts of monopyridinyl derivatives was ob-
served. Almost in every case, the adjustment of the catalytic system was needed, including
the ligands (L3 or L4), the catalyst loading, and a proper choice between 2-iodopyridine and
less-active 2-bromopyridine. As a result, it was possible to obtain the N,N'-di(pyridine-2-yl)
derivative of the triamine 234 and the N,N’-di(pyridine-3-yl) derivative of the tetraamine
241 in good yields (76 and 68%, respectively), while other products, 235-240, were iso-
lated in moderate yields: 30-52%. Spermidine 211 and spermine 213 reacted better with
2-bromopyridine and 3-iodopyridine, providing 50-64% yields of 242-245 (Scheme 20),
but they demanded the application of the another catalytic system, i.e., Cul/L1/DMF,
due to their lower reactivity, probably due to the presence of the tetramethylenediamine
moieties [141].
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HNT"ONT"NH, 236: X = NHCH,CH,CH,NH, 32% (2-IPy, L3)
H 237: X = NHCH,CH,CH,NH, 32% (3-IPy, L3)
210 238: X = CH,NHCH,CH,NHCH,, 52% (2-BrPy, L3)
H H 239: X = CH,;NHCH,CH,NHCH,, 43% (3-IPy, L3)
N N 240: X = CH,NHCH,CH,CH,NHCH,, 30% (2-IPy, L3)
HNT TN, 241: X = CH,NHCH,CH,CH,NHCH,, 68% (3-IPy. L3)
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Scheme 19. Cul-catalyzed N,N’-diheteroarylation of the tetraamines 210, 212, 232, and 233 with 2-
and 3-iodopyridines.

N
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244: 2-Py, 50%
245: 3-Py, 64%

Scheme 20. Cul-catalyzed N,N’-diheteroarylation of the naturally occurring triamine 211 and
tetraamine 213 with 2- and 3-iodopyridines.

The N,N’-diheteroarylation of the trioxadiamine 218 with 2- and 3-iodopyridines
as well as fluoro- and trifluoromethylsubstituted 2-bromopyridine was successful in the
presence of Cul/L1 (Scheme 21), giving good to high yields of the desired compounds.
Notable is the 79% yield of the compound 248, the product of the reaction with 2-bromo-
3-fluropyridine; in this case, the substitution at the ortho-position was unexpectedly
very efficient.

2z Y
N HN/\/\O/\/ \/\0/\/\NH

2-1, 3-1 /< ! \:N 7 \N
o / Cul/L1 = 246: 2-Py, 57% =
HZN/\/\O/\/ \/\O/\/\NH2 C5,00, DMF 247- 3Py, 73%
218 140°C
HN/\/\O/\/O\/\O/\/\NH

™ O )
> J
et 248: R = 3-F, 79% e
249: R = 5-F, 64%
250: R = 4-CF3, 59%
251: R = 5-CF3, 50%
252: R = 6-CF3, 58%
Scheme 21. Cul-catalyzed N,N’-diheteroarylation of the trioxadiamine 218 with 2- and 3-iodopyridines

and substituted 2-bromopyridine.

The possibility of introducing simple fluorophore groups such as naphthalene and
quinoline in the polyamines was shown using several exemplary reactions (Scheme 22) [143].
Triamine 210 reacted with 2-iodonaphthalene to give only an 18% yield of the target diaryl
derivative 253, while tetraamine 233 was able to produce the corresponding compound 254
in a 28% yield using less-active 2-bromonaphthalene. Note that the reaction of 210 with
2-bromonaphthalene afforded only monoaryl derivative 257 in 90% yields and the reac-
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tion of the tetraamine 233 with a more active 2-iodonaphthalene was totally non-selective.
Similar results were obtained when reacting tri- and tetra-amines with 6-bromoquinoline
(formation of monoquinolinyl derivative of the triamine 259 and N,N’-diquinolinyl deriva-
tive of the tetraamine 256). These facts demonstrate a strong dependence of the reactivity
of polyamines on the number of ethylenediamine and trimethylenediamine fragments in
their structure, as well as on the activity of (hetero)aryl halides.

HN> XN

o 8D

253: X = CH,NHCH,, 2-Np, 18% (2-INp)

Y=CH Hig=Br,1 254 X=CHNHCH,CH,NHCH,, 2-Np, 28% (2-BrNp)
Y=N. Hig=Br 255: X = CH,0CH,CH,OCH,CH,OCH,, 2-Np, 46% (2-INp)
H,NTS X NH, ’ 256: X = CH,NHCH,CH,NHCH,, 6-Quin, 32%
Cul/L1or L3
210,218, 233 EtCN or DMF AKX
HN NH,
110°C or 140°C
C$2C03
|
HZN/\/\N/\/\NHZ Y
210
N 257: X = CH,NHCH,, 2-Np, 90% (2-BrNp)
BN S SN S N NH, 258: X = CH,0CH,CH,OCH,CH,0CH,, 2-Np, 17% (2-INp)
2 N 259: X = CH,NHCH,, 6-Quin, 75%
233
)
HzN/\/\O/\/ \/\O/\/\NHQ
218

Scheme 22. Cul-catalyzed N,N'-di(hetero)arylation of the polyamines 210, 218, and 233 with 2-bromo-
and 2-iodonaphthalenes and 6-bromoquinoline.

Trioxadiamine 218 was less active and helped to produce its N,N'-dinaphthyl deriva-
tive 255 in a higher yield (46%) using 2-iodonaphthalene.

The reactions of the triamine 210 and several tetraamines 212, 232, and 233 with 3-
iodothiophene were run in the presence of Cul/L3 in boiling EtCN, and the yields of the
desired N,N’-diheteroaryl derivatives 260-263 were also strongly dependent on the nature
of the starting polyamines (Scheme 23) [144]. The highest yield (60%) was obtained with
the tetraamine 212, possessing only trimethylenediamine moieties.

o

X S — — 260: X = CH,NHCH,, 19%
AN _ S S 261: X = NHCH,CH,CH,NH, 46%
HoN NH, _ X ~
Cul/L3/EtCN NN 262: X = CH,NHCH,CH,NHCH,, 37%
210, 212, 232, 233 Cs,CO3, reflux H H 263: X = CH,NHCH,CH,CH,NHCH,, 60%
HZN/\/\N/\/\NHZ HZN/\/\N/\/H\/\/NHZ
210 233

HZN/\/H\/\/H\/\NHZ HNT N TN N,
232 212

Scheme 23. Cul-catalyzed N,N’-di(hetero)arylation of the polyamines with 3-iodothiophene.

7. Copper-Catalyzed Amination in the Modifications of the Aza- and
Diazacrown Ethers

Our investigations of the synthesis of the macrocycles definitely showed that copper
catalysis is not applicable to this process, as all macrocyclization reactions require diluted
enough conditions and Cu-catalyzed amination normally proceeds at 0.25-0.5 M concentra-
tions of the reagents. However, it can be used for some modifications of the macrocycles
possessing iodobenzyl substituents. It was shown to be possible to synthesize diamino
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derivatives of the azacrown ethers using this approach (Scheme 24). The reactions of N-(3-
iodobenzyl)-substituted 1-aza-18-crown-6 264 were successfully aminated with the excess
of the diamines 200 and 201, and the oxadiamines 218 and 219 to give the corresponding
derivatives 265-268 in 50-80% yields [145].

N/\X/\NHZ

200, 201, 218, 219 oY S

i ! HN" X NH,
] 2equw j

CuI/L3/EtCN o o

o
o/ Cs,CO3, reflux l_oJ

264 265: X = CH,, 80%
266: X = CH,CH,, 50%
267: X = CH,0CH,CH,0CH,, 50%
268: X = CH,CH,OCH,CH,OCH,CH,OCH,CH,, 65%

Scheme 24. Cul-catalyzed amination of 3-iodobenzyl-substituted 1-aza-18-crown-6 ether 264.

Note that the isomeric N-(4-iodobenzyl) derivative was much less reactive and pro-
vided 20% or less yields of the monoamination products. This method can be employed
in the synthesis of bismacrocyclic compounds with the trioxadamine linkers 270 and 271;
in this case the excess of azacrown derivatives should be used (Scheme 25). Also, the
diamination of the N,N’-di(3-iodobenzyl) derivative of diazacrown 272 was carried out
using an excess of propane-1,3-diamine 200 and trioxadiamine 218, with the yields of the
corresponding products 273 and 274 being 36 and 76%, respectively.

(_\o
YY) o
VG\ /% ’ 218 ’ Qo 0/7/\@ G? /N

|
! ! N @)
<\o 0/7 : CuliL2/DMF —

_/ Cfigo%a, 270:n=2,17% 0
264:n=2 #lin =t 22 "
269:n=1
2 equiv.

/—\ //@
N/\X/\NH
(\Nﬁ N

o (6]

& J L)
200, 218 o o
4equ|v K/N\) HN/\ A~
Cul/L1/EtCN
Cs,CO;3
reflux

273: X = CH,, 36%
274: X = CH,CH,(OCH,CH,); 76%

Scheme 25. Cul-catalyzed N,N’-diarylation and diamination of the derivatives of the aza- and
diazacrown ethers.

The attempts to apply the analogous reactions to the iodobenzyl derivatives of por-
phyrins were not successful and the introduction of the diamine and oxadiamine moieties
in these compounds could be achieved only using Pd-catalyzed amination reactions [146].

8. Chan-Lam Reactions for the Arylation of Adamantane-Containing Amines,
Diamines and Oxadiamines

At the present time, the amines’ arylation with arylboronic acids and their derivatives
known as the Chan-Lam reaction has been developed steadily [147], and we also explored
this alternative to arylation with aryl halides. At first, we optimized the reaction conditions
using a model p-tolylboronic acid in the reactions with various adamantane-containing
amines (Scheme 26). Standard copper (II) acetate in MeCN in the presence of DBU (2 equiv.)
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and the use of p-tolylboronic acid excess were found to provide the highest yields. They
ranged from 58 to 74% for the N-tolyl derivatives 17, 275-278.

3
X—NH, (OH), Cu(OAc),:H,0

CHj3

X—NH
@ 20 mol% a
+ ——— -
DBU (2 equiv.) @
MeCN, r.t.
1,3,4,28,29 CHy
2 equiv. 17: X =2-(CH,CHy,), 60%
275: X = 1-(OCH,CH,), 63%
276: X = 1-CH,, 74%
277: X = 2- (CH(CH3)CH2) 66%
278: X = 2-(CH(C2H5)CH,), 58%

Scheme 26. Chan-Lam N-arylation of the adamantane-containing amines with the model p-

tolylboronic acid.

The possibility of introducing naphthalene and quinoline moieties in the adamantane-
containing amines using this method was also shown (Scheme 27). The reactions with
2-naphthalenelboronic acid gave 34-66% yields of the corresponding derivatives 279-282,
while the reactions with 6-quinolinyl picolinyl borate produced the compounds 158, 160,
161, and 283 in 54-79% yields.

X—NH, Cu(OAc)«H,0 X—NH
" oo 3= g
—
Y DBU (2 equiv.)
MeCN, r.t.
1,3,4,28 Y =CH, BR, = B(OH
279: X = 1-(OCH,CH,), Y = CH, 44% 168: X = 1-(OCH,CH,), Y =N, 63%
Y =N, BR, = ? 280: X = 2-(CH,CH,). Y = CH, 54% 160: X = 2-(CH,CH,), Y = N, 54%
281: X =1-CH,, Y =CH, 34% 161: X =1-CH,, Y =N, 58%
2 equiv. 282: X = 2-(CH(CH3)CHy), Y = CH, 66%  283: X = 2-(CH(CH3)CHy), Y = N, 79%

Scheme 27. Introduction of the naphthyl and quinolinyl substituents to adamantane-containing

amines via Chan—-Lam reaction.

At the next step, the conditions for the N,N’-diarylation of the diamines 200-203
and the oxadiamines 218-220, 284 were elaborated (four equiv. of p-tolylboronic acid
and three equiv. of DBU), and the corresponding target compounds 285-288 and 289-292
were synthesized (Scheme 28) [148]. Except for the propane-1,3-diamine 200 with the
shortest chain, which obviously formed an inert complex with the Cu(II) cation, the other
diamines and all of the oxadiamines provided good to high yields of the N,N’-darylated
products (46-80%). Thus, the Chan-Lam reaction can be judged as a valuable prospective
addition to the previously developed methods for the introduction of the aryl and heteroaryl
substituents in the adamantane-containing amines, diamines, and oxadiamines.

B(OH), H,C CH
u(OAc), (20 mol% 3 3
HoNT X ONH,  + Q/ a 0) \©\ /O

HsC DBU, 3 equiv.
200-203, 218—220, 284 4 equiv. MeCN, r.t. H H
285: X = CH,, 16%
286: X = CH,CH,, 60%
287: X = (CHy)3, 46%
288: X = (CHy)4, 51%

289: X = CH,0CH,CH,OCH,, 72%
290: X = CH,CH,O(CH,),0CH,CH,, 70%

291: X = CH,OCH,CH,0CH,CH,OCH, , 80%

292: X = CH,CH,0CH,CH,OCH,CH,OCH,CH,, 50%

Scheme 28. N,N'-diarylation of the diamines and oxadiamines with the model p-tolylboronic acid.
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9. Conclusions and Prospects

The results presented in this review clearly demonstrate wide possibilities of copper-
catalyzed amination reactions for the synthesis of N-(hetero)aryl derivatives of the valuable
adamantane-containing amines, diamines, oxadiamines, and polyamines. The reactions
catalyzed by the most-commonly used Cul were shown to proceed in DMF at 140 °C or in
DMSO at 110 °C in the presence of O,O-ligands (2-isobutirylcyclohexanone and rac-BINOL),
in the case of the adamantane-containing amines, diamines, and oxadiamines or in the
presence of N,O ligands (proline, N,N-dimethylglycine) in the case of tri- and tetra-amines.
Under these conditions, iodoarenes and iodopyridines were found to be substantially more
reactive than their bromosubstituted analogues, although with certain exclusions. Thus,
bromobenzene and 2-bromopyridine were suitable for reactions with some polyamines, and
more reactive F- and CF3-substituted 2-bromopyridines were successfully employed in reac-
tions with the adamantane-containing amines. The majority of the adamantane-containing
amines were found to normally participate in the copper-catalyzed N-(hetero)arylation
reactions; nevertheless, several bulky amines with enough hindered amino groups were
reluctant in this process and could provide target products in normal yields only in the
Pd-catalyzed amination reactions. Copper-catalyzed amination has an important advan-
tage over its Pd-catalyzed alternative, as it does not afford N,N-diarylation products even
in the presence of a great excess of the aryl halide. On the other hand, some drawbacks
should be mentioned such as insufficient yields of the N,N’-diaryl compounds in certain
cases due to the formation of substantial amounts of mono-derivatives. Another drawback
is a possibility of the side reaction of the secondary dialkylamino group arylation in linear
polyamines. At last, the reactions need concentrated solutions making macrocyclization
reactions impossible.

The possibility of using commercially available Cu and CuO nanoparticles for re-
actions with the adamantane-containing amines has been investigated recently, and the
possibility of obtaining high yields of the N-aryl derivatives was demonstrated. An impor-
tant advantage of this approach is the possibility of reuse of the catalyst for up to seven
cycles without a loss of reactivity. Further development of this method is required to
engage di- and poly-amines in (hetero)arylation using copper nanoparticles. Equally, it is
important to continue investigations revealing the action of nano catalysts, metal leaching
during the reaction, and catalyst reusability to study the dependence of the catalyst activ-
ity on the ligands and solvents employed. This first successful syntheses of the arylated
adamantane-containing amines, diamines, and oxadiamines under the conditions of the
Chan-Lam reaction indicate a need to further search for its scope and limitations with our
compounds and the application of the copper nanocatalysts in this process.
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