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A Mechanistic Study of the Cu-catalyzed N-arylation of
Hydantoin with Aryl(TMP)iodonium Salts

Linn Neerbye Berntsen® and Ainara Nova*™

The use of diaryliodonium salts in organic reactions has rapidly
increased in the last decade because of their efficiency in
arylation reactions. Despite this, mechanistic investigations are
still scarce, particularly for copper catalyzed N-arylation reac-
tions. Recently, we published the use of the unsymmetrical
aryl(TMP)iodonium salts (TMP =2,4,6-trimethoxyphenyl) for the
selective Cu-catalyzed N-arylation of hydantoins. In this work,
the mechanism of this reaction has been studied by DFT
methods, and our results have been compared with previous
and new experimental data. In contrast to the mechanism

Introduction

Diaryliodonium salts have been widely used as electrophilic
arylating reagents over the past decade."™ Their usefulness
stems from their ability to transfer aryl groups to a range of
carbon- and heteroatom nucleophiles, both metal-free”'? and
transition metal-catalyzed."*™' Particularly, the use of copper as
transition metal has proven to facilitate the transfer
efficiently."*?? However, the detailed mechanistic understand-
ing of the copper-catalyzed cross-couplings with diaryliodo-
nium salts is modest and mostly limited to C—H functionaliza-
tion reactions with symmetrical salts (Ar, = Ar,, Scheme 1a).#=?
While these salts have been extensively used to avoid selectivity
issues in arene transfer reactions, unsymmetrical salts (Ar, # Ar,,
Scheme 1b) are preferred when expensive aryl groups are the
target, as they allow for the use of a cheaper auxiliary (non-
transferred) group (Ar, in Schemelb). In addition, unsym-
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proposed for C—H arylation reactions, our results suggest that
deprotonation of hydantoin precedes the oxidative addition of
aryl(TMP)iodonium salt, with the oxidative addition to a Cu(l)
imido intermediate and ligand rearrangements being the rate-
limiting steps. This mechanism agrees with the species
observed by NMR spectroscopy, kinetic isotope experiments,
and the product yields observed using aryl(TMP)iodonium salts
with different steric and electronic properties. In addition, it
gives some hints for increasing the efficiency of arylation
reactions by tuning the diaryliodonium salt.

(a) Structure
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Scheme 1. (a) Structure of diaryliodonium salts. Ar, = Ar, for symmetrical
salts, Ar, #Ar, for unsymmetrical salts and (b) Chemoselectivity of unsym-
metrical salts in metal-catalyzed arylation reactions.

metrical diaryliodonium salts facilitate tuning of the electronic
and steric properties of the auxiliary group to facilitate transfer
of the desired arene, which may be needed for the arylation of
difficult substrates.

The use of unsymmetrical aryl(Mes)iodonium salts (Mes=
mesitylene) for Cu-catalyzed fluorination reactions, have been
thoroughly investigated by Sanford and co-workers.®**¥ In their
study, a combination of DFT calculations and experiments
suggested a Cu(l)/Cu(lll)-catalytic cycle, starting with the
oxidative addition of the aryl(Mes)iodonium salt. This step is
also assumed to be the first in the few computational studies of
Cu-catalyzed C—H arylation reactions with diaryliodonium
salts.*3? Closely related to the aryl(Mes)iodonium salts are the
aryl(TMP)iodonium salts (TMP =2,4,6-trimethoxyphenyl). Recent
interests in the use of aryl(TMP)iodonium salts can be attributed
to their excellent selectivity in aryl transfer reactions with
various nucleophiles.®****" As far as the authors are concerned,
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no mechanistic investigation of Cu-catalyzed arylation using
aryl(TMP)iodonium salts have been reported.

Our group have recently developed a regioselective Cu-
catalyzed N*-arylation of hydantoins using unsymmetrical diary-
liodonium salts in the presence of triethylamine.*? A copper(ll)
nitrate salt facilitates the selective transfer of several aryl groups
from [Ar(TMP)IJOTs to the N°3-position in the hydantoins
generating N’-arylated hydantoins and TMP-I as a byproduct.
Similar strategies have been used for the N-arylation of weak N-
nucleophiles.?'#-%434 The absence of previous mechanistic
studies for these reactions made us propose two different
reaction mechanisms, both based on a Cu(l)/Cu(lll) catalytic
cycle (Scheme2). In pathway |, the imide NH-group is
deprotonated by a Cu(l)-species prior to the oxidative addition
of the diaryliodonium salt. This mechanism has been proposed
for Ullman-type C—N bond coupling reactions using aryl
iodides.”** In pathway I, the oxidative addition of the diary-
liodonium salt is the first step followed by the deprotonation,

3\ TsO,  Cu(NO3);-2.5 H,0 (10 mol %) O @
: 1. iv.
HN ONH |\ Et3N (1.5 equiv.) HN)LN
SN T™P Y
O Toluene, 70°C, 24 h o
1.0 equiv. 3.0 equiv.
Pathway | Pathway || s
Hydantoin Oxidative
deprotonation addition

EtzsN— Cu —OTs
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Reductlve
EtsN— Cu"'—@

ellmlnatlon
2 O & OTs 3
HN_>§ %
Ph-DAI
n
EtsN— (|:u @ Hydantoin

OTs deprotonation

Et;N-Cu' N NH

Oxidative
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4

Scheme 2. Proposed Cu(l)/Cu(lll) catalytic cycles for the N*-arylation of
hydantoins.

which is the mechanism proposed for C—H arylation reactions
with diaryliodonium salts."® In both pathways, the final product
is formed by reductive elimination of a Cu(lll)-species.

In this work, the two mechanisms represented in Scheme 2
have been explored using DFT calculations. The non-catalyzed
deprotonation of hydantoin by the amine was also considered.
Special efforts were made to explain the chemo- and
regioselectivity of the reaction and to support the computa-
tional results with previous experimental observations and new
experimental work.

Results and discussion

The two mechanisms depicted in Scheme 2 were studied by
using DFT calculations (PBEO-D3/def2TZVP/CPCM//PBE0O-D3/
def2SVP/CPCM), see Supporting Information for details.*~*"
Free energies were obtained considering standard state con-
ditions. The reactants selected to study the full mechanism
were hydantoin (Hyd) and [Ar(TMP)IJOTs with Ar=Ph (Ph-DAlI).
The influence of other aryl groups in the diaryliodonium salts
was studied for the selected mechanism (Pathway 1).

Before starting the study of the catalytic cycle, we looked at
the reaction thermodynamics. The optimal reaction conditions
requires an excess of [Ph(TMP)IJOTs and triethylamine base
(TEA). The poor solubility of [Ph(TMP)I]OTs can contribute to the
need for 3 equivalents of this salt (vide infra). The 1.5
equivalents of TEA allows the amine to act as catalyst ligand
and base driving the Hyd deprotonation step. Including the
amine in the reaction equation (Scheme 3), the arylation of Hyd
in the N' and N? positions are highly exergonic by 56.7 and
54.9 kcal/mol, respectively. The small thermodynamic prefer-
ence for the N'-arylation compared to the N*-arylation indicates
that the selective formation of the N*-arylated product Hyd-3-
Ph is due to kinetic preferences. In the absence of amine, TsOH
would be formed and made the reaction thermodynamics less
favored (AG=-40.3 and —38.5 kcal/mol for the N' and N°,
respectively). The lack of reactivity in the presence of a base
(NaH) and absence of amine, supports the role of amine as Cu-
ligand."*? TEA could also be responsible for the reduction of
Cu(Il)(NO,), to (TEA)Cu(l)(OTs) (1 in Scheme 2) as suggests the
instant color change of the solution containing copper upon

(AG = - 54.9 kcal/mol

@
+ TsOZH-NEt,
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Scheme 3. Calculated free energies (in kcal/mol) for the N'- and N’-arylation of hydantoins (Hyd) with phenyl(TMP)iodonium salt (Ph-DAI) and triethylamine

(TEA) acting as a base.
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addition of TEA."® Diamagnetic Cu(l) and Cu(lll) intermediates
are expected because the reaction can be followed by 'H NMR
spectroscopy (see Figure S5). We used OTs™ instead of NO;~
anion to charge balance the Cu(l) complex because of its higher
concentration in solution. In addition, OTs was found to give
the best reaction yields when compared with other counter
anions (Table S1). All species considered in the catalytic cycle
were neutral or treated as ion pairs because of the low polarity
of toluene.

Before analyzing Pathway | and Il, we evaluated the
deprotonation of Hyd by TEA in the absence of Cu. The
deprotonation of both N' and N* protons was found to be
endergonic with energies ranging from 6.9 to 11.0 kcal/mol
(Hyd-32(34, 12)-TEA in Scheme 4). In all cases, the ion pairs
formed are stabilized by H-bond interactions between the
nitrogen anion of Hyd and the C—H groups of TEA and between
the N—H and C=0 groups. The transition state with the lowest
energy involves the deprotonation of the N* proton (the most
acid proton, TSHyd-32 in Scheme 3) assisted by the C=0 group
in 2 position, and has an energy of 9.7 kcal/mol. This energy is
5.7 kcal/mol more favorable than the energy barrier to
deprotonate the N' position, which could account for the
selectivity observed. Overall, while endergonic, deprotonation
reactions in N' and N? positions are kinetically accessible at the
experimental conditions (70 °C) and should be considered.

Pathway |
The Cu(l) catalyzed deprotonation of hydantoins is the first

reaction in Pathway 1. This process involves two steps: (1) the
coordination of Hyd to Cu(l) and (2) the cleavage of the N-H

H

=15.0 (DMSO) -
N3-deprotonation

‘NJ(

|\\<N-H---NEt3

interaction by OTs assisted by the hydantoin carbonyl group in
2 position. With the N site, these steps have similar energy
barriers of 6.8 and 7.1 kcal/mol with deprotonation taking place
concurrently to Hyd coordination (in TS5-6). In contrast, with
N', deprotonation takes place in the second step, which has the
highest energy barrier (TS6-7-N1=12.4 kcal/mol). In both cases,
the deprotonation of TsOH by TEA, 7 (7-N1)—9 (9-N1), makes
the overall process exergonic by 12.5 kcal/mol for the N°-
product and 7.4 kcal/mol for the N'-product (9-N1 is shown in
Scheme S3). Comparing the Cu-assisted (in Scheme 5) with the
TEA-assisted (in Scheme 4) deprotonation pathways, the former
is preferred by ca. 3 kcal/mol. However, the lower concentration
of Cu compared to TEA, and the relatively low energy barriers,
may allow both processes to take place. Nevertheless, the
deprotonation of Hyd is only exergonic when the deprotonated
Hyd bonds to Cu yielding intermediates 2 and 9 in Figure 1.
These intermediates are thermodynamically more preferred
than 2-N1 and 9-N1 consistently with the product selectivity
observed. The formation of other reaction intermediates by
coordination of an additional TEA to Cu(l) (8 and 10) or by
changing the coordination site of Hyd from N°® to O® in 6
(Scheme S3) were also considered, but, although relatively
stable, they are not involved in the rate limiting pathway.

The oxidative addition of [Ph(TMP)I]OTs to 2 is the following
reaction step. Both Ph—I and TMP—| bond cleavage were
considered. Interestingly while the interaction of Cu(l) with TMP
in 11-TMP is more favorable than with Ph in 11 by 2.2 kcal/mol,
the oxidative addition of the Phl is thermodynamically preferred
to that of the TMP—I by 11.5 kcal/mol (12 and 12-TMP in
Scheme 6). The long Cu—C distances between Ph and TMP in 11
and 11-TMP (3.15 and 4.06 A, respectively) suggests that there
is no coordination between Cu and the aryl groups but rather

TSHyd-32 o
Jo
. ) N |
O%-+-H-bonding H O-----
Hyd-32-TEA

0O

TSHyd-34

o) o)

Q.-

Hyd-3-TEA H_N\)EE:_
N |
! 27 O*-++ H-bonding O-----H
N 2 N + NEt3 Hyd-34-TEA

A,
Hyd TSHyd-12

pK, ~ 19.4 (est., DMSO) N-deprotonation

0
H‘N/(N-H---NEt >

X -
o)\’

Hyd-1-TEA

o :(\(?\j

0% H-bonding

Hyd-12-TEA

Scheme 4. Calculated free energies (in kcal/mol) for the N’ and N' deprotonation of Hyd with TEA. Energies over the arrows correspond to transition states.

Reference for pK,-values: N3" and N1.5?
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Scheme 5. Free energies (in kcal/mol) for the N'- and N deprotonation of Hyd with 1. Energies over the arrows correspond to transition states. Off cycle
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Figure 1. Free energy profile (in kcal/mol) for Pathway I.
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Scheme 6. Free energies (in kcal/mol) for the oxidative addition of phenyl(TMP)iodonium tosylate Ph-DAI to 2 by the Ph(C)-1 and TMP(C)-l bonds. Energies are

in kcal/mol. Selected angles (in °) and distances (in A) in blue.

Van der Waal interactions. The angle between TMP and OTs are
also significantly different in 11 and 11-TMP (167.8° and 79.6°,
respectively). However, this difference should not explain the
lower energy of 11-TMP since the most preferred conformation
of Ph-DAI has a TMP—Cu—OTs angle closer to 11 (171.6°). On
the other hand, the longer Cu—C(Ar) bond distance in 12-TMP
than in 12 (1.97 and 1.94 A, respectively) and the higher
congestion around Cu in 12-TMP suggest that steric hindrance
plays a main role in destabilizing 12-TMP compared to 12. This
intermediate has a square-pyramidal molecular geometry with
OTs in the apical position. The large energy preference for 12
compared to 12-TMP accounts for the 100% chemoselectivity
observed in the arylation of Hyd with Ph-DAL.

The energy profile for Pathway |, including all reaction steps
for the formation of Hyd-3Ph, is shown in Figure 1. After the
formation of 11, the oxidative addition is a two-step process
that goes via the Cu(lll) pentacoordinate intermediate 12. The
transition state with the highest energy is TS11-12 and involves
the C— bond cleavage. This transition state is 16.7 kcal/mol
above intermediate 2 and 21.0 kcal/mol above 11-TMP. The
product of the oxidative addition (13) has the Hyd and Ph
groups trans to each other. Indeed, we could not find an
intermediate with the two groups in a cis arrangement (4 in
Scheme 2) because of a barrierless reductive elimination.
However, a ligand reorganization pathway involving a penta-
coordinated Cu(lll) complex (14) was found to connect inter-
mediate 13 with the reductive elimination product 15, in which
Hyd-3-Ph bonds to Cu(l) by the Ph and C*-carbonyl group. The
energy barrier of this process is 12.0 kcal/mol taking intermedi-
ate 13 as energy reference, with the C—N bond coupling TS
(TS14-15) being the one with the highest energy.

Overall, Pathway | has the three main steps represented in
Scheme 2 (Hyd deprotonation, oxidative addition and reductive
elimination) with the only difference that intermediate 4 has
the two substituents trans to each other (13 in Figure 1).
Deprotonation of Hyd has a low energy barrier and is highly
exergonic thanks to its coordination to 1 and formation of a

ChemCatChem 2023, 15, €202301057 (5 of 11)

Cu(l)-tricoordinated ion pair with [TEAH]" (9). This step is
followed by an endergonic oxidative addition, which has the
highest energy barrier of the overall process (AG=21.0 kcal/
mol). Finally, the reductive elimination of Hyd-3-Ph is the
irreversible step that drives the reaction towards the final
product. Even though, for Ph-DAI, the oxidative addition
transition state (TS11-12=8.3 kcal/mol) has the highest energy,
the dissociation of I-TMP (TS12-13 =8.2 kcal/mol) and reductive
elimination (TS14-15=28.0 kcal/mol) transition states are very
close in energy indicating that the rate-limiting step may
change by changing the diaryliodonium salt substrate. Indeed,
the nonlinear trend in yields observed using electron-donating
and -withdrawing aryl substituents in the diaryliodonium salt is
consistent with a change in the rate-limiting step when going
to the extremes (vide infra for details). In addition, the highest
impact in yield observed by changing the DAI- compared to
the Hyd-substituents™? is consistent with the diaryliodonium
salt being involved in the rate-limiting step. The overall energy
barrier (or reaction energy span)®® of 21.0 kcal/mol seems too
low for a reaction that needs 70°C to proceed. However,
temperature is probably required to increase the concentration
of catalyst and reactants in solution. To prove this assumption,
we tested the reaction in DMSO where all reactants were
soluble (see Table 1). The arylation reaction was completed in
less than 1.5 hours at 70°C with only 1.5 equivalents of Ph-DAI
(with 76% yield, entry 3), while it took up to 24 hours at the
same temperature in toluene (78% yield, entry 1). In addition,
17% yield was obtained after 1 day of reaction in DMSO at
room temperature in contrast to the lack of reactivity observed
in toluene (entries 4 and 2). Yields ranging from 75-78% were
the maximum achieved under these conditions. As reported in
our original communication,”? trace amounts of the N,N-
bisarylated product was observed as a byproduct in the
reaction, which prevents the use of a larger concentration of
TEA required to achieving full conversion. In the DMSO-reaction
(entry 3), around 8% bis-arylated product was observed, and

© 2023 The Authors. ChemCatChem published by Wiley-VCH GmbH
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Table 1. Control reactions.”!

O \
M NH .

+2.5 H,0O (10 mol %)
EtsN (1.5 equiv.)

TsO Cu(NOs)2

HN + I\
“ ©/ T™P
0

Additive, solvent, temp, time

Entry [Ph(TMP)I]OTs (equiv.) Solvent Temp (°C) Time (h) Yield (%)™
1 3.0 Toluene 70 24 78"

2 3.0 Toluene 25 24 nr

3 1.5 DMSO 70 1.5 76

4 3.0 DMSO 25 24 17

5 3.0 DMSO 25 96 75

[a] Conditions: Hydantoin Hyd (0.2 mmol, 1.0 equiv.), [Ph(TMP)IJOTs Ph-DAI (as specified.), Cu(NO,),-2.5 H,O (0.02 mmol, 0,.1 equiv.), Et;N (0.3 mmol,
1.5 equiv.) in solvent (2 mL) as specified. [a] '"H NMR yield using mesitylene as internal standard. [b] Isolated yield.

the remaining 16% was unconverted starting material (Hyd)
(see supporting info for further details).

The reaction was also monitored by 'H NMR spectroscopy in
DMSO-d,; to identify reaction intermediates (see supporting
information). Figures S5, S7 and S8 show the simultaneous
formation of Hyd-3-Ph, I-TMP and protonated TEA-species in a
similar amount, without any reservoir effect. This result is in
agreement with the low energy barriers obtained for the
oxidative addition and reductive elimination steps, which
prevents the accumulation of intermediate 9 and protonated
TEA.

Pathway I

The oxidative addition of Ph-DAI to complex 1 is the first step
in Pathway Il (Scheme 7). The coordination of this species to
Cu(l) (16) is exergonic by 5.0 kcal/mol. Attempts to get the
oxidative addition transition state from intermediate 16 were
unsuccessful. This would have led to a pentacoordinated Cu(lll)
complex containing two OTs anions with high steric hindrance.
Still, we found an oxidative addition transition state from
intermediate 17, in which TEA has been dissociated. Even
though the energy for this step (TS17-18=13.2 kcal/mol) is
feasible at the experimental conditions, it is 4.9 kcal/mol higher
than the oxidative addition of Ph-DAI to 11 in Pathway I. The

e : HN
: Pathway | | O;\N o) TS11-12
: Figure 1 !
EtsN—Cu—OTs --111:iIiiiiiil Q ____________ -
1
Pathway II % Q_
-Tol\ p-ToI
P O\s\ 0 TS17-18 pro - pTo NEt, 50
) p-Tol—S~ -Tol
| 59
Et3N—C|u @ ﬁ» \C|)u- #» O0—Cu—0 Et;N— Cu— 0
Q ol Q_o—l
U877 STMp NEtg 5 T™MP  1TMP
p-Tol 0 16 -Tol 0
17 18 19
Ox. add

Scheme 7. Free energies (in kcal/mol) for oxidative addition of [Ph(TMP)IJOTs to 1, which is the first step for Pathway II. Energies over the arrows correspond

to transition states.
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lowest energy of Pathway | can be related with the stability of
Cu(l) intermediates provided by imido ligands, which is shown
by the energy difference between intermediate 11 and 16
(AG=5.5 kcal/mol in favor of 11). Cu(l) imido intermediates
have also been shown to participate in the Ullmann reaction.®
These results suggest that Pathway | is preferred over Pathway
Il (see Figure S11). For completeness, we looked at the
deprotonation of Hyd from intermediate 19 (see Scheme S4).
This reaction gives an energy barrier for the deprotonation of
the N° position of 14.9 kcal/mol (TS21-22), which is higher than
the energy barrier obtained with TEA as base in the absence of
copper (see Scheme 4). Therefore, a base-assisted deprotona-
tion of Hyd followed by OTs-by-Hyd anion exchange process
from intermediate 19 is preferred in Pathway II. Finally, a
transition state for reductive elimination was found at an
energy of 5.2 kcal/mol (TS22-23 in Scheme S4).

Influence of aryl-substituents in the oxidative addition
barriers and reaction yields

In our original communication we reported a broad scope of
reactions with various aryl(TMP)iodonium tosylates. The variety
in product yields stemming from substituted aryl-groups clearly
indicated the presence of substituent effects. For instance, we
found that salts bearing an electron withdrawing nitro group in
the para-position (No-DAI), gave a reduction in product yield of
almost 20% compared to the neutral Ph-DAI. This result is
consistent with previous observation using unsymmetrical
diaryliodonium salts, in which the more electron-rich or the
least bulky arene is usually transferred."***** Unexpectedly, the
electron-rich dihydrobenzofuran (Bf-DAI) gave only 30% of the
desired product Hyd-3-Bf. The sterically hindered ortho-meth-
ylated salt (To-DAI) was ineffective in the arene transfer and no
Hyd-3-To was afforded. To evaluate whether the trends in yield
correlate with the energy barriers for Pathway |, the energy
profiles for the oxidative addition and reductive elimination
steps were computed with No-, Bf- and To-DAI (see Figure 2).

This study shows that the electronic and steric difference of
Ph-, No-, Bf- and To- groups are sufficient to change the rate-
determining step of the reaction. While the TS with the highest
energy for Ph is the oxidative addition (TS11-12), it is the I-TMP
dissociation (TS12-13) with No-DAI, and the reductive elimina-
tion (TS14-15) with Bf- and To-DAI substrates. It seems that
electron-withdrawing groups disfavors the release of the I-TMP,
while electron-donors and sterically hindered substituents
disfavors all Cu(lll) intermediates including the corresponding
TSs. The latter may be caused by the strong electron-donation
of both imido and aryl groups, which are trans to each other.
The longer the Cu—N and Cu-(C)Ar bonds in intermediate 13
(1.964 and 1.925 A with Ph, 1.952 and 1.921 A with No, 1.966
and 1925A with Bf and 1974 and 1.945A with To,
respectively) the lower the stability. The most stable intermedi-
ate (catalyst resting state) also changes from 11-TMP to 9 when
going from Ph, No and To to Bf aryl groups. Accordingly, the
overall energy spans for Ph-, No-, Bf- and To-DAls are 21.0,
21.3,22.1, and 27.5 kcal/mol, which are in qualitative agreement

ChemCatChem 2023, 15, €202301057 (7 of 11)

with the yields obtained with these substrates (78 %, 59 %, 30 %
and 0% yield, respectively).

To further support the computational results, we synthe-
tized ds-[Ph(TMP)IIOTs PhD-DAI to perform deuterium-labelling
experiments. Using this substrate under standard conditions
yields the deuterated product (Hyd-3-PhD) in 449% yield
(Scheme 8). In addition, a KIE of 1.31 was obtained by using
parallel experiments with PhD- and Ph-DAI as substrates (see
Supporting Information). The distance from the deuterated
site(s) to the location of the bond-breaking in the rate-limiting
step (oxidative addition) indicates a p-secondary effect. The use
of PhD-DAI in intermediate 11-TMP and TS11-12 leads to a
slight increase in the energy barrier of 0.1 kcal/mol, consistent
with a KIE of 1.18 (see Figure S12). Further, considering 11 as
the resting state, the energy span increases to 0.2, which
corresponds to a KIE of 1.34. Both results show a good
agreement with the experimental KIE-value of 1.31.

Conclusions

In this work, the mechanism for the N*-arylation of hydantoin
using aryl(TMP)iodonium salts (TMP = 2,4,6-trimethoxyphenyl)
has been studied with DFT methods, and Figure 3 summarizes
our results. We found that the preferred pathway consists of an
initial deprotonation of hydantoin by the triethylamine base
(TEA). This reaction yields the formation of the Cu(l)-imido
intermediate 2 via two kinetically accessible pathways: (1) the
organic deprotonation by TEA and (2) the Cu(l) assisted
deprotonation by OTs anion. In both cases, the carbonyl groups
of the substrate participate in the reaction by stabilizing the
abstracted proton. Deprotonation of hydantoin is followed by
the coordination of the aryl(TMP)iodonium salt. Despite trans-
ferring TMP to Cu being thermodynamically unfavored, we
found that TMP may interact with Cu more strongly than other
aryl substituents, yielding 11-TMP. Although this species is an
off-cycle intermediate in equilibrium with 11, it is relevant
because it may behave as the catalyst resting state.

HN/>=O
o)‘N
| OTs
EtsN—CU-—1—TmP
via D. -~ D
D D
D
TS11-12-D b
TsO
o 5 D | CuNOY,25H,0 (10mol %) o b D
)\\NH \ Et3N (1.5 equiv.) )LN D
HN + TMP ——— = HN
V&O D D Toluene, 70 °C, 24 h V&o D
D
Hyd PhD-DAI Hyd-3-PhD

44 % (48 %)

Scheme 8. Reaction conditions for deuterium-labeling experiment with
isolated yields. “'H NMR yield measured from the crude reaction mixture (in
parenthesis). Schematic representation of the oxidative addition transition
state showing the deuteration sites in closest proximity to the bond-
breaking site, marked in red.
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= Phenyl (Ph-DAI)

= 2 3-Dihydrobenzofuranyl (Bf-DAIl)
= 2-Tolyl (To-DAl) TS12-13
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14.2

it 2 A0 1
HN\_@F@ HN\_%\J HN\_%\J
Me
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Figure 2. Free energies profile (in kcal/mol) for the oxidative addition of aryl(TMP)iodonium tosylates to 9 following Pathway I. Energy span (highest TS energy
- 11-TMP) and reaction yields are given for each substrate (see scheme for reaction conditions).”'H NMR yield measured from the crude reaction mixture (in

parenthesis).
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Figure 3. Proposed catalytic cycle for the regio- and chemoselective N*-arylation of hydantoins (Pathway |).

The oxidative addition of [Ar(TMP)I]IOTs in 11 yields the
pentacoordinate Cu(lll) intermediate 12, in which the imido and
aryl substituents are trans to each other. Therefore, following I-
TMP dissociation, imido and aryl ligands must relocate in a cis
arrangement for reductive elimination of the final product
(Hyd-3-Ar). This isomerization process goes via the Cu(lll)
pentacoordinate intermediate 14, where both imido and
carbonyl groups of hydantoin interact with Cu.

We found that three steps are susceptible to being rate-
limiting: the oxidative addition of Ar-DAl, the decoordination of
I-TMP and the ligand reorganization required for the reductive
elimination step (steps with bold arrows). Similarly, three
species may behave as catalyst resting states: 9, 11 and 11-
TMP, depending on the concentration of TEA and Ar-DAI and
the electronic and steric properties of the Ar-DAI. This result
explains the absence of a trend when using substrates with
electron-donating and electron-withdrawing properties. In
addition, it supports the idea that both aryl groups in diary-
liodonium salts should be optimized to achieve the highest
activity in arylation reactions. Although this work is based on
the functionalization of hydantoin, the results herein should
apply to other substrates with imide functionalities.

Experimental Section

Commercially available reagents and solvents were purchased from
Sigma-Aldrich and TCl and used without further purification unless

ChemCatChem 2023, 15, €202301057 (9 of 11)

stated otherwise. Thin layer chromatography was performed on 60
F254 silica coated aluminum plates from Merck and visualized using
UV-light or KMnO4-stain. Flash chromatography was performed on
silica gel from Merck (Silicagel 60, 40-63 um) using Isco Inc.
CombiFlash Companion with PeakTrack software (v.1.4.10). 1H- and
13 C-NMR spectra were recorded either using Bruker DPX300,
DRX500, AVI600 or AVII600 spectrometers. Spectra were calibrated
using the residual solvent peaks for DMSO-d6 (1H: 2.50 ppm; 13 C:
39.52 ppm) and CD3CN (1H: 1.94 ppm; 13 C: 1.32/118.26 ppm). All
spectra were recorded at 298 K unless otherwise stated. High-
resolution mass spectra (HRMS) were obtained by electron spray
ionization (ESI) on Bruker Daltonik GmbH MAXIS Il ETD spectrom-
eter. All non-deuterated arylated hydantoins and diaryliodonium
salts were reported in our previous work.””

Synthesis of Phenyl-d5-(2,4,6-trimethoxyphenyl)iodonium tosy-
late (PhD-DAI): Following a literature procedure,® iodobenzene-d;
(2.00 mmol, 1.00 equiv.) and acetonitrile (2 mL) were added to a
25 mL round-bottom flask and equipped with a magnetic stir bar.
p-Toluenesulfonic acid monohydrate (TsOH-H,0) (2.02 mmol,
1.01 equiv.) was added in one portion at room temperature,
followed by m-chloroperbenzoic acid (mCPBA) 2.02 mmol,
1.01 equiv.). The flask was lowered into a pre-heated heating block
set at 77°C, and stirred for 30 minutes. 1,3,5-trimethoxybenzene
(TMP—H) (2.02 mmol, 1.01 equiv.) was then added and the resulting
solution was stirred for 5 minutes at 77 °C. The flask was cooled to
ambient temperature before acetonitrile was removed under
reduced pressure. The resulting crude oil was triturated with diethyl
ether (20 mL). The precipitate was isolated by vacuum filtration
with a fritted funnel and rinsed with diethyl ether (3x10 mL), then
further dried under high vacuum. The process afforded PhD-DAI as
a pale pink powder (1.10 g, 87%). 'H NMR (600 MHz, DMSO-dj): &
7.47 (d, J=8.0 Hz, 2H), 7.10 (d, J=7.8 Hz, 2H), 6.47 (s, 2H), 3.94 (s,
6H), 3.87 (s, 3H), 2.28 (s, 3H). *C NMR (151 MHz, DMSO-d,): § 166.2,
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159.4, 145.8, 137.6, 133.9 (t, J=25.7 Hz), 131.1 (t, J=24.5 Hz), 128.0,
125.5, 115.8, 92.1, 87.0, 57.3, 56.2, 20.8. HRMS (ESI) m/z [M-OTs]*:
Calcd. for C;sH,,DsINO; *: 376.0453, found: 376.0452.

Synthesis of 3-Phenyl-d5-hydantoin (Hyd-3-PhD): Following our
own procedure,*? Hydantoin (0.2 mmol, 1.0 equiv.), phenyl-ds-
(TMP)iodonium tosylate PhD-DAI (0.6 mmol, 3.0 equiv.) and Cu-
(NO;),-2.5 H,0 (4.7 mg, 0.02 mmol, 0.1 equiv.) were added to a
7 mL screw cap vial equipped with a magnetic stir bar. Toluene
(2 mL) was added and the vial was placed in a pre-heated vial insert
heating block set to 70°C. Triethylamine (42 ulL, 0.3 mmol,
1.5 equiv.) was added via a syringe, and the suspension was stirred
for 24 hours at 70°C. The resulting mixture was allowed to cool to
room temperature before it was concentrated under reduced
pressure. The crude mixture was purified by column chromatog-
raphy using gradient elution (SiO,, hexane:acetone [90:10%—
80:20%—70:30%]) which gave Hyd-3-PhD as colorless solid
(15.9 mg, 44 %). "H NMR (600 MHz, CD,CN): § 6.23 (br s, 1H), 3.99 (d,
J=1.3Hz, 2H). ®C NMR (151 MHz, CD,CN): § 172.0, 157.9, 133.3,
1294 (t, Jop=24.7 Hz), 1285 (t, Jop=246Hz), 1274 (t, Jop=
25.0 Hz), 47.2. HRMS (ESI) m/z [M+Na]*: Calcd. for CoH;DsN,NaO,*:
204.0792, found: 204.0792.
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