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Abstract: With the aim of exploiting the use of organo-
metallic species for the efficient modification of proteins

through C-atom transfer, the gold-mediated cysteine aryl-
ation through a reductive elimination process occurring
from the reaction of cyclometalated AuIII C^N complexes
with a zinc finger peptide (Cys2His2 type) is here reported.
Among the four selected AuIII cyclometalated compounds,
the [Au(CCON)Cl2] complex featuring the 2-benzoylpyridine

(CCON) scaffold was identified as the most prone to reduc-
tive elimination and Cys arylation in buffered aqueous so-
lution (pH 7.4) at 37 8C by high-resolution LC electrospray

ionization mass spectrometry. DFT and quantum mechan-
ics/molecular mechanics (QM/MM) studies permitted to

propose a mechanism for the title reaction that is in line
with the experimental results. Overall, the results provide

new insights into the reactivity of cytotoxic organogold

compounds with biologically important zinc finger do-
mains and identify initial structure–activity relationships to

enable AuIII-catalyzed reductive elimination in aqueous
media.

Selective biomolecule modification is an important chemical

biology tool for manipulating the properties of biomolecules
and investigating their functions in complex biological sys-

tems.[1] Transition-metal complexes render numerous new or-

ganic transformation reactions possible and have been exten-
sively used in organic synthesis. Recently, promising strategies

have been developed to apply transition-metal complexes to

bioconjugation. The peculiar reactivity and selectivity of such
complexes significantly broaden the scope of the chemical re-

action tool boxes for biomolecule modification.[2] Thus, the
past decade has witnessed new ways of tagging proteins with

fluorophores or other probes based on palladium-mediated re-
actions that played a major role in modern organic synthesis,

such as the Suzuki–Miyaura, Mizoroki–Heck, and Sonogashira

cross-coupling reactions.[3]

Although quite attractive, the palladium-mediated creation

of C@C or C@X bonds involving proteins inside living cells as
coupling partners remains challenging, being plagued by un-

productive interactions of the complex with endogenous func-
tional groups, as in the case of copper-mediated bioconju-

gation processes.[4] To address these limitations, efforts have

been made to design transition-metal complexes of reduced
fragility in the biological milieu, including the use of palladium

nanoparticles.[5]

In this context, gold complexes have also emerged as ex-
tremely promising, being endowed with excellent reactivity
and selectivity, compatibility with aqueous reaction medium,

and mild reaction conditions.[6, 7] Following the strategy of in-
troducing aryl moieties in proteins with the aid of aryl transi-
tion-metal reagents, Wong and co-workers have tackled the
possibility of forming C@S bonds by derivatizing the sulfhydryl
group in cysteines,[8] as an alternative to the N-methylmale-

imide cysteine ligation, given the lack of stability in physiologi-
cal environments of the maleimide adducts.[9]

In proof-of-concept experiments, exposure of different pep-
tidic domains at 37 8C for 24 h to an equimolar amount of the
AuIII C^N complex A, featuring a N,N’-bis(methanesulfonyl)-

ethylene ancillary ligand (Figure 1), produced remarkable con-
versions in the corresponding aryl thioethers.[8] Under these

conditions, the reaction did not stop at the gold–peptide ad-
ducts, but produced the arylated product resulting from C@S
reductive elimination. The excellent chemoselectivity of the re-

action was further demonstrated in bioconjugation reactions
targeting the surface exposed cysteine residue of serum albu-

min, with the aid of a dansyl-linked AuIII C^N derivative of A.[8]

With the aim of developing selective protein binders, the se-

lectivity of AuIII C^N complexes to the zinc finger domain of
PARP-1 was studied using a hyphenated mass spectrometry
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approach combined with quantum mechanics/molecular me-

chanics (QM/MM) studies.[10] The nature of the AuIII peptide
bound fragments was identified, and under the applied experi-

mental conditions the most reactive and selective compound
1 [Au(CCH2N)Cl2] formed mainly peptide-[AuIIICCH2N)] adducts.

Notably, the compound showed, in competition experiments,

the highest selectivity for the cysteine-rich zinc finger PARP-1
(Cys2HisCys type) with respect to the Cys2His2 type of

domain.[10]

The reported binding selectivity towards a specific zinc

finger domain could never be observed for AuIII coordination
complexes featuring chelating N^N ligands;[11, 12] therefore,

highlighting the great potential of organometallic AuIII C^N

complexes as targeted protein binders.
More recently, Farrell and co-workers have further described

the reaction of the AuIII C^N complex 1 with the full-length
zinc finger (Cys3His) of HIV nucleocapsid protein NCp7 result-

ing in C@S aryl transfer from the AuIII organometallic species to
a cysteine of the zinc finger.[13] The Cys arylation was observed

by mass spectrometry after 48 h incubation with the peptide.

Intrigued by these observations, we decided to further ex-
plore the reactivity of AuIII C^N complexes with a model of

Cys2His2 zinc finger domain (ZF). The library of compounds was
expanded to include 1, 2 [Au(CNHN)Cl2] (CNHN = N-phenylpyr-

idin-2-amine,) and 3 [Au(CCON)Cl2] (CCON = 2-benzoylpyridine)
(Figure 1) with the aim to gain more insight into the factors

controlling the key C@S coupling reaction. Each gold complex
was incubated separately with the ZF peptide in a 3:1 ratio in

(NH4)2CO3 buffer (25 mm, pH 7.4) and the samples analyzed at

different incubation times (10 min and 24 h at 37 8C) by high-
resolution electrospray ionization mass spectrometry (HR-LC-
ESI-MS) following previously reported procedures.[10] The MS
studies were further supported by circular dichroism (CD) spec-

troscopy, which confirmed the proper folding of the holo-ZF
domain[14] as well as the loss of the typical secondary structure

upon addition of complex 3 in buffered aqueous solution (Fig-

ure S1, Supporting Information).
The HR-LC-ESI-MS results showed that all compounds react

quickly, but distinctively, with the ZF domain by displacing zinc
from the coordination site. After 10 min, all three complexes

form classical apo-ZF-[AuIII(C^N)] adducts, and two or even
three of these adducts can be detected, demonstrating the

presence of multiple Au binding sites (Table S1 and Figures

S2–S4, Supporting Information). Only complex 3 induced cys-
teine arylation forming also apo-ZF-[CCON] species as a result of

C@S reductive elimination (Table S1, Figure S4, Supporting In-
formation).

Figure 2 reports the HR-LC-ESI-MS spectra obtained for com-
plexes 1–3 after 24 h incubation with the ZF domain. At longer

incubation times, the results show the coexistence of apo-ZF-

Figure 1. Structure of the cyclometalated AuIII C^N complexes A and 1–4
studied for their Cys arylation properties.

Figure 2. HR-LC-ESI-MS spectra of the reaction of AuIII C^N complexes 1–3 with the Zn–ZF domain (3:1 ratio) after 24 h incubation at 37 8C in (NH4)2CO3

buffer (25 mm, pH 7.4). Comparisons between experimental and theoretical isotopic pattern distribution for selected adducts. In each simulated isotopic distri-
bution Au ions were considered in the oxidation state 3 + . The ZF sequence is 1PYKCPECGKSFSQKSDLVKHQRTHTG26.

Chem. Eur. J. 2019, 25, 7628 – 7634 www.chemeurj.org T 2019 The Authors. Published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim7629

Communication

http://www.chemeurj.org


[AuIII(C^N)] adducts and arylation products apo-ZF-[C^N]. In
the case of 3, the MS spectrum shows the presence of an

adduct of the type [apo-ZF + 3(CCON)]n + at m/z 584.7598 (n =

6), indicating the existence of up to three arylation sites on the

peptide. It is likely that in excess of metal complex, amino acid
side chains other than those of the two Cys, may be arylated.

In previous tandem MS/MS experiments, we assessed the likely
binding sites for compound 1 on the ZF model.[10] Specifically,
the fragmentation pattern of the apo-ZF-[AuIIICCH2N] adduct

suggested AuIII coordination to Cys4 and Cys7 as well as to
His24. Thus, the nitrogen of His24 may be another arylation
site. In fact, AuIII–aryl species have been unequivocally identi-
fied as reactive intermediates in oxidant-free C@N cross cou-

pling reactions.[15, 16] Overall, in the present study, the analysis
of the reaction products indicates that 3 is the most prone to

reductive elimination, followed by 1 and 2. The latter is also

the one forming mainly mono-adducts apo-ZF-[AuIII(CNHN)] .
Afterwards, the five-membered cyclometalated AuIII complex

4 [Au(phepy)Cl2] (phepy = 2-phenyl-pyridinato) was also tested
to investigate the influence of a different C^N scaffold on the

reactivity with the ZF. In this case, the complex formed mainly
mono-adducts of the type ZF-[AuIII(C^N)] already after 10 min

incubation, which remained stable after 24 h (Table S1 and Fig-

ure S5, Supporting Information). No indication of any reductive
elimination products could be detected.

It is worth mentioning that when we repeated the experi-
ments under the same conditions, but reacting the com-

pounds with Cys instead of the ZF domain, we were not able
to detect any Cys arylation product (data not shown), in line

with previously reported studies.[17] This result indicates that

for the reductive elimination to take place following AuIII-thiol
adduct formation, the entire metal complex-peptide adduct is

crucial. We surmised that the peptide provides multiple gold
binding sites which template the arylation reaction.

Reductive elimination plays a major role in transition-metal-
mediated reactions (cross-couplings in particular). It is the key

product-releasing step of many transformations. In contrast to

oxidative addition, the feasibility of reductive elimination at
gold has never been questioned and it was demonstrated ex-

perimentally early on.[6] Nevertheless, our knowledge on reduc-
tive elimination at gold remains rather limited, especially for

reactions arising in aqueous environment, and involving pep-
tides as substrates.[18]

Thus, to rationalize the results of the experimental investiga-
tions, DFT calculations were performed with complexes 1–4.
Due to the strong preference for reductive elimination to

occur between groups located in cis position, it is very likely
that the cysteine arylation involves AuIII C^N complexes as key

intermediates with the aryl group and a cysteinate in cis ar-
rangement. It must be noted that previously reported results

by tandem MS identified Cys4 as the most stable Au binding

site for complexes 1 and 2 in the selected ZF domain.[10] Thus,
our mechanistic hypothesis, according to which at least one of

the chlorido ligands is replaced by a cysteinate prior to reduc-
tive elimination, is in line with the experimental observation.

Due to the high electronic dissymmetry of the C^N chelate
(C exerts a much stronger trans influence than N),[6, 15] the cys-

teinate adduct with S in trans position to N (and thus, cis to
the aryl group) is more favored thermodynamically. This stereo-
chemical preference has been supported experimentally in re-
lated thiolate complexes,[19] and the difference in energy with

the other diastereomer is large according to DFT calculations
(see Figure S6 and Table S2 in the Supporting Information, and

Ref. [10] and [20]).
The hypothesized mechanism for C@S coupling is depicted

in Scheme 1. In the cysteinate AuIII complex with the chelate

C^N ligand (R), the aryl group is almost coplanar with the gold

coordination plane, thus, coupling with the adjacent S atom is

disfavored.[21] For the aryl group to participate in reductive
elimination, it must rotate. This requires the N atom to decoor-

dinate and the C^N chelate to open. To promote this process,
the participation of a second cysteinate residue is envisioned.

Apical approach of the S atom induces the displacement of
the N atom from gold and leads to the bis-cysteinate adduct I
via transition state TS1. Reductive elimination then proceeds

via transition state TS2 to give the Cys-arylated product P and
the linear AuI complex [CysAuCl]@ . Complexes 1–3 present

phenyl and 2-pyridyl scaffolds linked by CH2, NH and CO
groups, respectively, whereas the C^N ligand of compound 4
is a 2-phenyl-pyridinate, that is, with no linker group between
the two aromatic groups.

The species involved and their relative energy values, for the
more reactive AuIII compound 3, with carbonyl as bridging
group in the chelating ligand, are shown in Figure 3 A. Analo-

gous figures are reported for compounds 1, 2 and 4 in the
Supplementary Information (Figures S7–S9, Supporting Infor-

mation). The relative energy values and activation barriers are
reported in Table 1. The relative energies along the reaction

pathways for the four AuIII complexes are graphically compared

in Figure 3 B. Rather similar reaction profiles were obtained for
the three complexes 1–3. The displacement of the pyridine

moiety by cysteinate at gold (first step leading to I) is exergon-
ic (by 32.4–63.5 kJ mol@1) and proceeds with a low energy bar-

rier (7.9–29.4 kJ mol@1). The subsequent reductive elimination is
favored thermodynamically and appears to be the rate-deter-

Scheme 1. Proposed reaction mechanism for the cysteine arylation reaction
(C@S coupling) catalyzed by the AuIII C^N complexes.
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mining step with activation barriers of 47.3–75.8 kJ mol@1.

Closer inspection reveals small but significant differences be-
tween the three related C^N ligands. For example, the TS1
energy values for compounds 2 and 3 are 29.4 vs. 7.9 kJ mol@1,

respectively. This result suggests that the first reaction step is
consistently faster for 3 compared to 2, in agreement with the

higher propensity to give reductive elimination of the former
complex. Moreover, the activation barrier for the C@S coupling

(E2
*) increases in the order CO (3)<CH2 (1)<NH (2). This trend

well explains why, in the HR-LC-ESI-MS experiments, cysteine
arylation easily occurs with 3, much less with 1, and only after

24 h for 2.
As apparent from Figure 3 B, the difference between com-

pounds 1–3 results from the stability of the bis-cysteinate in-
termediate I as compared to the starting complex R. This inter-

mediate is less stable with the CO bridging unit and in turn,
the following transition state TS2 is very accessible in energy,

which results in a small energy span.
The phenyl-pyridine complex 4 shows a slightly different re-

action energy profile (Figure S9, Supporting Information). The
bis-cysteinate intermediate I is comparable in energy to the
starting complex R. The stronger chelating effect compared to
the C^N ligands disfavors N decoordination, but the corre-
sponding activation barrier remains fairly accessible

(22.2 kJ mol@1). The low stability of intermediate I could have
resulted in a low energy span and overall easy cysteine aryla-
tion process, by extension of that observed for the C^N li-
gands. However, the transition state TS2 for reductive elimina-

tion lies quite high in energy and the activation barrier for C@S
coupling is significantly higher than for complex 3
(63.2 kJ mol@1). One possible explanation may be the higher

steric demand nearby the C atom of the aryl group to be cou-
pled with the cysteinate residue. In fact, the pyridyl ring is di-

rectly linked to the phenyl moiety and may induce some steric
shielding. The reaction profile is consistent with the experi-

mental results of complex 4 in which no sign of cysteine aryla-
tion has been detected. Enlarged structures of the transition

states and of the intermediate of all compounds are reported

in Figures S10 and S11 (Supporting Information).
The observed differences in the relative stability of R and I

cannot be simply attributed to the electronic effects the bridg-
ing unit exerts on the N atom of the pyridine. Indeed, the

withdrawing character of the C=O bridge is expected to de-
crease the donor strength of N. Therefore, decoordination

from the AuIII center should be more favored thermodynam-

ically for the NCOC ligand, which is not the case. Other factors
probably come into play to explain the influence of the C^N

ligand. This could involve the p-conjugation within the differ-
ent C^N frameworks and how it is affected for the different li-

gands upon N decoordination (from R to I). To evaluate the dif-
ferent donicity of the pyridine nitrogen atom and the p-conju-

gative strengths, natural bond orbital (NBO) analyses were per-

formed on the starting complexes deriving from 2 and 3 (Fig-
ure S12, Supporting Information). Furthermore, we also

evaluated possible differences due to steric effects by using
non-covalent interaction (NCI) plots (Figure S13, Supporting In-
formation). Unfortunately, the obtained results do not allow for
an unambiguous identification of the differences in steric and/

or electronic effects and/or in weak non-covalent interactions
that could explain the different relative stability of the inter-
mediates.

Afterwards, QM/MM calculations were performed to mimic
the binding of compound 3 with the ZF domain, and the

structure assumed by the system along the reaction pathway.
The higher QM layer is composed by 3 and by the Cys35 and

Cys38 residues (atoms in balls and sticks in Figure 3 C).
The structures of the transition states involved are reported

in Figure S14 (Supporting Information) and their energy values

shown in the plot of Figure 3 B. It is interesting to notice that
the relative Gibbs free energy values of reactant, intermediate,

and product are comparable with those obtained for the
model systems reported in Scheme 1 and in Figure 3 A,B.

Figure 3. A) species involved along the reaction pathway of the most reac-
tive compound [Au(CCON)Cl2] 3, containing the C=O bridging group in the
chelating ligand; structure and energies were obtained by DFT calculations.
B) Comparison of the relative energy profiles calculated for the four AuIII

C^N compounds 1–4 ; activation energies (E1
* and E2

*, in kJ mol@1) of the
first and second reaction steps are indicated for each bridging group in the
chelating ligand. C) Structures of the adduct of 3 with the ZF (3-ZF), R, I and
P, obtained by QM/MM calculations, with relative energy values also shown
in magenta in panel B. The atoms in the lower MM layer are represented in
wires. The protein backbone is highlighted in unstructured tube and alpha
helix styles.

Table 1. Calculated relative standard Gibbs free energy values and the
first and second activation barriers (kJ mol@1) of the species involved in
the proposed reaction pathway of the considered AuIII C^N compounds
1–4.

Compounds
1 2 3 4 3/ZF

R 0.0 0.0 0.0 0.0 0.0
TS1 = E1

* 12.7 29.4 7.9 22.2 4.1
I @63.5 @54.4 @32.4 5.4 @36.2
TS2 @6.1 21.4 14.8 69.2 37.2
E2

* 57.4 75.8 47.3 63.8 73.4
P @114.8 @89.5 @89.2 @63.7 @81.3
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Cysteine bioconjugation is a powerful tool that allows for
the introduction of a diverse array of substrates to biomole-

cules through formation of covalent linkages. With the aim of
expanding the scope, generality and utility of transition-metal-

mediated thiol arylation through C@S bond formation, reduc-
tive elimination processes occurring from robust organometal-

lic AuIII complexes have been recently described by some au-
thors,[21] although only few have explored this reactivity in
physiologically relevant conditions.[8, 22]

In summary, we have further explored the potential of C^N-
cyclometalated AuIII complexes for Cys arylation in protein do-
mains, considering that this reactivity is noteworthy for the
ZnCys2His2 transcription factors. Thus, we have identified initial

structure–activity relationships to direct the reactivity of this
family of gold complexes towards a certain zinc finger domain,

which may lead to controlled reductive elimination in aqueous

environment. Moreover, specificity and efficiency in gold–
ligand binding and subsequent C@S transfer may be modulat-

ed both by the nature of the gold compound and the nucleo-
philicity and accessibility of the cysteines in the zinc finger

core.[23] The latter contribution may also explain why we could
not find any evidence of reductive elimination in the case of

the PARP-1 zinc finger peptide.[10] Further studies are necessary

to fully explore the electronic and steric effects of different li-
gands on the arylation process, as well as to consider the ef-

fects of the protein microenvironment on the stability of the
intermediates, possibly influenced by other non-covalent inter-

actions between the metal complex and the peptide.

Experimental Section

General

Solvents and reagents (reagent grade) were all commercially avail-
able and used without further purification. The zinc finger precur-
sor peptides were obtained from Peptide Specialty Laboratories
GmbH and had the sequence 1PYKCPECGKSFSQKSDLVKHQRTHTG[26]

(ZF). Ammonium carbonate, dimethyl sulfoxide (DMSO), zinc ace-
tate dihydrate, water (molecular biology grade) were purchased
from Fisher. Dithiothreitol (DTT) was purchased from Alfa Aesar. 1H
and 13C NMR spectra were recorded in [d6]DMSO solution, with
TMS as the internal reference, on Bruker Avance 400 or 500 MHz
NMR spectrometers. HR-ESI-MS spectra were recorded on Synapt
G2-Si time-of-flight (TOF) mass spectrometer (Waters) by high-pres-
sure liquid chromatography (HPLC). HPLC was performed with an
Acquity UPLC system (Waters) and by using an Acquity UPLC pro-
tein BEH C4 column (300 a, 1.7 mm, 2.1 mm V 100 mm). Mass spec-
tra were acquired and processed using MassLynx V4.1 (Waters).
Compounds 1–4 have been synthesized by following procedures
already reported in the literature.[19, 24] The purity of the compounds
was confirmed by elemental analysis, which showed purity >98 %.

Mass spectrometry studies

The zinc finger was reconstituted according to a previously pub-
lished procedure.[12] In brief, the precursor peptide was incubated
with DTT (3 equiv, 3 h) in (NH4)2CO3 (25 mm, pH 7.4) and then with
zinc acetate (3 equiv, 30 min) at 37 8C. The formation of the zinc
finger was assessed by a mass shift in the resulting mass spectra.
Stock solutions of the gold compounds were freshly prepared in

DMSO at a concentration of 10 mm. The individual experiments be-
tween the gold compounds and the ZF were performed at a molar
ratio of 3:1 (gold complex:ZF) with the peptide at a final concen-
tration of 10 mm. The compounds were typically incubated at 37 8C
for 10 min and 24 h. Samples were analyzed with a Synapt G2-Si
time-of-flight (TOF) mass spectrometer (Waters). The instrumental
parameters for high-pressure liquid chromatography mass spec-
trometry (HPLC-MS) were as follows: 2.85 kV capillary voltage,
120 8C source temperature, 350 8C desolvation temperature,
90 L h@1 cone gas, 900 L h@1 desolvation gas and 6 bar nebulizer. A
linear gradient from 95 to 5 % water [0.1 % formic acid (FA)] ,
whereas proportionally increasing acetonitrile (0.1 % FA), in 8 min
was used. The flow rate was 300 mL min-1, the column was held at
40 8C and the autosampler at 20 8C.

Circular dichroism

Stock solutions of the zinc finger peptide in (NH4)CH3COO (5 mm,
pH 7.4) have been prepared as described for the MS samples; com-
pound 3 was dissolved in propionitrile to afford a 3 mm solution
freshly prepared prior to analysis. The evolution of the CD spectra
of the peptide [25 mm in (NH4)CH3COO, 5 mm, pH 7.4] in the pres-
ence of 3 equiv of 3 was followed over time (0, 10, 30, and
60 min). CD spectra were recorded with an Applied Photophysic
Chirascan spectrometer, from 205 to 300 nm by using the follow-
ing parameters: temperature: 25 8C; step size: 1 nm; bandwidth:
1 nm; time per point: 0.5 s; repeat: 4.

Computational studies

DFT calculations were performed on the structures of compounds
1–4 and on the species involved in the reaction pathway of the
title reaction (see Scheme 1) by following recently reported proce-
dures.[10, 20] The M06-L DFT functional,[25] the Lanl2tz(f)[26] basis set
for Au and the 6-31G(d,p)[27] basis set for Cl, S, O, N, C, and H
atoms were used. Solvent effects were implicitly evaluated by full
geometry optimization in the water solvent, reproduced by the po-
larizable continuum model (PCM).[28] Transition-state structures
were found by the synchronous transit guided quasi-Newton
method.[29] Vibration frequency calculations, within the harmonic
approximation, were performed to confirm that each optimized
geometry corresponded to a minimum or to a first-order saddle
point (for transition-state structures) in the potential energy sur-
face, and to evaluate their standard Gibbs free energy values, at
298.15 K. The energy values reported in Figure 3 B were obtained
by single point calculations on the optimized structures by using
the Lanl2tz(f) for Au and expanding the all electron basis set to 6-
311G(d,p)[30] for all the other atoms.

Quantum mechanics/molecular mechanics (QM/MM) calculations
were performed to mimic the binding and reactivity of compound
3 with the ZF domain. The ZF model was obtained by the Protein
Data Bank ID: 1MEY, consisting of a crystal structure of a zinc-
finger-DNA complex. In detail, the aminoacidic sequence 32–57
was extracted and residues 45 and 49 changed to K and V, respec-
tively, with the Maestro software,[31] to make the sequence exactly
matching the ZF used in our study. The Zn2 + ion was removed and
the M06-L DFT functional was used in the QM layer (atoms in balls
and sticks in Figure 3 C), composed by the Cys35 and Cys38 resi-
dues of the ZF and by the compound 3. The UFF force field[32] was
used in the MM layer (atoms in wires). Full geometry optimization
was followed by a frequency analysis, to confirm that the obtained
structure corresponded to an energy minimum in the potential
energy surface. The transition state structures of the 3-ZF complex
were found by a partial geometry optimization procedure within
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the QM/MM method. In detail, the N@Au and S@Au distances in
TS1, and S@C distance in TS2, were kept constant at the same
values obtained in TS1 and TS2 for compound 3, All calculations
were performed by the Gaussian 09 program package.[33]

Non covalent interactions on the intermediates I of 2 and 3 were
evaluated by using the NCIPLOT program package.[34] Natural Bond
Orbital (NBO) population analysis was performed on the reagents
R of 2 and 3 by using the NBO subroutine[35] implemented in
Gaussian 09. NBO and NCI pictures (Figure S11 and S12, respective-
ly) were reproduced with the Avogadro[36] and VMD[37] software, re-
spectively.
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[16] S. Lavy, J. J. Miller, M. Pažický, A.-S. Rodrigues, F. Rominger, C. J-kel, D.

Serra, N. Vinokurov, M. Limbach, Adv. Synth. Catal. 2010, 352, 2993 –
3000.

[17] S. M. Meier, C. Gerner, B. K. Keppler, M. A. Cinellu, A. Casini, Inorg. Chem.
2016, 55, 4248 – 4259.

[18] For recent experimental and computational studies on reductive elimi-
nation from well-defined aryl gold(III) complexes, see: J. Serra, P. Font,
E. D. Sosa Carrizo, S. Mallet-Ladeira, S. Massou, T. Parella, K. Miqueu, A.
Amgoune, X. Ribas, D. Bourissou, Chem. Sci. 2018, 9, 3932 – 3940; W. J.
Wolf, M. S. Winston, F. D. Toste, Nat. chem. 2014, 6, 159 – 164; M. S. Win-
ston, W. J. Wolf, F. D. Toste, J. Am. Chem. Soc. 2014, 136, 7777 – 7782; R.
Bhattacharjee, A. Nijamudheen, A. Datta, Chem. Eur. J. 2017, 23, 4169 –
4179; R. Bhattacharjee, A. Datta, Chem. Eur. J. 2018, 24, 13636 – 13646;
A. Nijamudheen, S. Karmakar, A. Datta, Chem. Eur. J. 2014, 20, 14650 –
14658; T. J. A. Corrie, L. T. Ball, C. A. Russell, G. C. Lloyd-Jones, J. Am.
Chem. Soc. 2017, 139, 245 – 254; L. Rocchigiani, J. Fernandez-Cestau,
P. H. M. Budzelaar, M. Bochmann, Chem. Eur. J. 2018, 24, 8893 – 8903; K.
Kang, S. Liu, T. Xu, D. Wang, X. Leng, R. Bai, Y. Lan, Q. Shen, Organome-
tallics 2017, 36, 4727 – 4740.

[19] B. Bertrand, S. Spreckelmeyer, E. Bodio, F. Cocco, M. Picquet, P. Richard,
P. Le Gendre, C. Orvig, M. A. Cinellu, A. Casini, Dalton Trans. 2015, 44,
11911 – 11918.

[20] A. de Almeida, A. F. Mjsca, D. Wragg, M. Wenzel, P. Kavanagh, G.
Barone, S. Leoni, G. Soveral, A. Casini, Chem. Commun. 2017, 53, 3830 –
3833.

[21] L. Currie, L. Rocchigiani, D. L. Hughes, M. Bochmann, Dalton Trans.
2018, 47, 6333 – 6343.

[22] M. S. Messina, J. M. Stauber, M. A. Waddington, A. L. Rheingold, H. D.
Maynard, A. M. Spokoyny, J. Am. Chem. Soc. 2018, 140, 7065 – 7069.

[23] A. T. Maynard, D. G. Covell, J. Am. Chem. Soc. 2001, 123, 1047 – 1058.
[24] M. A. Cinellu, A. Zucca, S. Stoccoro, G. Minghetti, M. Manassero, M. San-

soni, J. Chem. Soc. Dalton Trans. 1995, 2865 – 2872; Y. Zhu, B. R. Camer-
on, R. Mosi, V. Anastassov, J. Cox, L. Qin, Z. Santucci, M. Metz, R. T.
Skerlj, S. P. Fricker, J. Inorg. Biochem. 2011, 105, 754 – 762.

[25] Y. Zhao, D. G. Truhlar, J. Chem. Phys. 2006, 125, 194101.
[26] K. L. Schuchardt, B. T. Didier, T. Elsethagen, L. Sun, V. Gurumoorthi, J.

Chase, J. Li, T. L. Windus, J. Chem. Inf. Model. 2007, 47, 1045 – 1052; L. E.
Roy, P. J. Hay, R. L. Martin, J. Chem. Theory Comput. 2008, 4, 1029 – 1031.

[27] P. C. Hariharan, J. A. Pople, Theor. chim. acta 1973, 28, 213 – 222; M. M.
Francl, W. J. Pietro, W. J. Hehre, J. S. Binkley, M. S. Gordon, D. J. DeFrees,
J. A. Pople, J. Chem. Phys. 1982, 77, 3654 – 3665.

[28] J. Tomasi, B. Mennucci, R. Cammi, Chem. Rev. 2005, 105, 2999 – 3094.
[29] C. Peng, H. Bernhard Schlegel, Isr. J. Chem. 1993, 33, 449 – 454.
[30] R. Krishnan, J. S. Binkley, R. Seeger, J. A. Pople, J. Chem. Phys. 1980, 72,

650 – 654; A. D. McLean, G. S. Chandler, J. Chem. Phys. 1980, 72, 5639 –
5648.

[31] Schrçdinger Maestro, version 11.4.011, Schrçdinger, LLC, New York, NY,
2017.

[32] A. K. Rappe, C. J. Casewit, K. S. Colwell, W. A. Goddard, W. M. Skiff, J. Am.
Chem. Soc. 1992, 114, 10024 – 10035.

[33] Gaussian 09, Revision A.1, M. J. Frisch, G. W. Trucks, H. B. Schlegel, G. E.
Scuseria, M. A. Robb, J. R. Cheeseman, G. Scalmani, V. Barone, B. Men-
nucci, G. A. Petersson, H. Nakatsuji, M. Caricato, X. Li, H. P. Hratchian,
A. F. Izmaylov, J. Bloino, G. Zheng, J. L. Sonnenberg, M. Hada, M. Ehara,
K. Toyota, R. Fukuda, J. Hasegawa, M. Ishida, T. Nakajima, Y. Honda, O.
Kitao, H. Nakai, T. Vreven, J. A. Montgomery, J. E. Peralta, F. Ogliaro, M.
Bearpark, J. J. Heyd, E. Brothers, K. N. Kudin, V. N. Staroverov, R. Kobaya-
shi, J. Normand, K. Raghavachari, A. Rendell, J. C. Burant, S. S. Iyengar, J.
Tomasi, M. Cossi, N. Rega, J. M. Millam, M. Klene, J. E. Knox, J. B. Cross, V.
Bakken, C. Adamo, J. Jaramillo, R. Gomperts, R. E. Stratmann, O. Yazyev,

Chem. Eur. J. 2019, 25, 7628 – 7634 www.chemeurj.org T 2019 The Authors. Published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim7633

Communication

https://doi.org/10.1126/science.1093449
https://doi.org/10.1126/science.1093449
https://doi.org/10.1126/science.1093449
https://doi.org/10.1021/cr000059o
https://doi.org/10.1021/cr000059o
https://doi.org/10.1021/cr000059o
https://doi.org/10.1039/C8SC00780B
https://doi.org/10.1039/C8SC00780B
https://doi.org/10.1039/C8SC00780B
https://doi.org/10.1002/anie.201806009
https://doi.org/10.1002/anie.201806009
https://doi.org/10.1002/anie.201806009
https://doi.org/10.1002/ange.201806009
https://doi.org/10.1002/ange.201806009
https://doi.org/10.1002/ange.201806009
https://doi.org/10.1002/ange.201806009
https://doi.org/10.1002/anie.200504352
https://doi.org/10.1002/anie.200504352
https://doi.org/10.1002/anie.200504352
https://doi.org/10.1002/anie.200504352
https://doi.org/10.1002/ange.200504352
https://doi.org/10.1002/ange.200504352
https://doi.org/10.1002/ange.200504352
https://doi.org/10.1002/anie.201702370
https://doi.org/10.1002/anie.201702370
https://doi.org/10.1002/anie.201702370
https://doi.org/10.1002/ange.201702370
https://doi.org/10.1002/ange.201702370
https://doi.org/10.1002/ange.201702370
https://doi.org/10.1002/ange.201702370
https://doi.org/10.1016/j.cbpa.2014.07.007
https://doi.org/10.1016/j.cbpa.2014.07.007
https://doi.org/10.1016/j.cbpa.2014.07.007
https://doi.org/10.1039/C4CS00117F
https://doi.org/10.1039/C4CS00117F
https://doi.org/10.1039/C4CS00117F
https://doi.org/10.1002/anie.201404547
https://doi.org/10.1002/anie.201404547
https://doi.org/10.1002/anie.201404547
https://doi.org/10.1002/anie.201404547
https://doi.org/10.1002/ange.201404547
https://doi.org/10.1002/ange.201404547
https://doi.org/10.1002/ange.201404547
https://doi.org/10.1038/nchem.981
https://doi.org/10.1038/nchem.981
https://doi.org/10.1038/nchem.981
https://doi.org/10.1002/chem.201602277
https://doi.org/10.1002/chem.201602277
https://doi.org/10.1002/chem.201602277
https://doi.org/10.1038/nprot.2012.052
https://doi.org/10.1038/nprot.2012.052
https://doi.org/10.1038/nprot.2012.052
https://doi.org/10.1002/anie.201506271
https://doi.org/10.1002/anie.201506271
https://doi.org/10.1002/anie.201506271
https://doi.org/10.1002/anie.201506271
https://doi.org/10.1002/ange.201506271
https://doi.org/10.1002/ange.201506271
https://doi.org/10.1002/ange.201506271
https://doi.org/10.1021/cr100414u
https://doi.org/10.1021/cr100414u
https://doi.org/10.1021/cr100414u
https://doi.org/10.1039/C4CC04467C
https://doi.org/10.1039/C4CC04467C
https://doi.org/10.1039/C4CC04467C
https://doi.org/10.1002/cbic.201500667
https://doi.org/10.1002/cbic.201500667
https://doi.org/10.1002/cbic.201500667
https://doi.org/10.1039/C7CC08406D
https://doi.org/10.1039/C7CC08406D
https://doi.org/10.1039/C7CC08406D
https://doi.org/10.1021/jm2000135
https://doi.org/10.1021/jm2000135
https://doi.org/10.1021/jm2000135
https://doi.org/10.1039/C4CC07490D
https://doi.org/10.1039/C4CC07490D
https://doi.org/10.1039/C4CC07490D
https://doi.org/10.1039/C4CC07490D
https://doi.org/10.1002/anie.201803082
https://doi.org/10.1002/anie.201803082
https://doi.org/10.1002/anie.201803082
https://doi.org/10.1002/ange.201803082
https://doi.org/10.1002/ange.201803082
https://doi.org/10.1002/ange.201803082
https://doi.org/10.1002/ange.201803082
https://doi.org/10.1021/ic800157t
https://doi.org/10.1021/ic800157t
https://doi.org/10.1021/ic800157t
https://doi.org/10.1039/C6SC03699F
https://doi.org/10.1039/C6SC03699F
https://doi.org/10.1039/C6SC03699F
https://doi.org/10.1002/adsc.201000598
https://doi.org/10.1002/adsc.201000598
https://doi.org/10.1002/adsc.201000598
https://doi.org/10.1021/acs.inorgchem.5b03000
https://doi.org/10.1021/acs.inorgchem.5b03000
https://doi.org/10.1021/acs.inorgchem.5b03000
https://doi.org/10.1021/acs.inorgchem.5b03000
https://doi.org/10.1039/C7SC04899H
https://doi.org/10.1039/C7SC04899H
https://doi.org/10.1039/C7SC04899H
https://doi.org/10.1038/nchem.1822
https://doi.org/10.1038/nchem.1822
https://doi.org/10.1038/nchem.1822
https://doi.org/10.1021/ja503974x
https://doi.org/10.1021/ja503974x
https://doi.org/10.1021/ja503974x
https://doi.org/10.1002/chem.201605784
https://doi.org/10.1002/chem.201605784
https://doi.org/10.1002/chem.201605784
https://doi.org/10.1002/chem.201802634
https://doi.org/10.1002/chem.201802634
https://doi.org/10.1002/chem.201802634
https://doi.org/10.1002/chem.201403867
https://doi.org/10.1002/chem.201403867
https://doi.org/10.1002/chem.201403867
https://doi.org/10.1021/jacs.6b10018
https://doi.org/10.1021/jacs.6b10018
https://doi.org/10.1021/jacs.6b10018
https://doi.org/10.1021/jacs.6b10018
https://doi.org/10.1002/chem.201801277
https://doi.org/10.1002/chem.201801277
https://doi.org/10.1002/chem.201801277
https://doi.org/10.1021/acs.organomet.7b00588
https://doi.org/10.1021/acs.organomet.7b00588
https://doi.org/10.1021/acs.organomet.7b00588
https://doi.org/10.1021/acs.organomet.7b00588
https://doi.org/10.1039/C5DT01023C
https://doi.org/10.1039/C5DT01023C
https://doi.org/10.1039/C5DT01023C
https://doi.org/10.1039/C5DT01023C
https://doi.org/10.1039/C7CC00318H
https://doi.org/10.1039/C7CC00318H
https://doi.org/10.1039/C7CC00318H
https://doi.org/10.1039/C8DT00906F
https://doi.org/10.1039/C8DT00906F
https://doi.org/10.1039/C8DT00906F
https://doi.org/10.1039/C8DT00906F
https://doi.org/10.1021/jacs.8b04115
https://doi.org/10.1021/jacs.8b04115
https://doi.org/10.1021/jacs.8b04115
https://doi.org/10.1021/ja0011616
https://doi.org/10.1021/ja0011616
https://doi.org/10.1021/ja0011616
https://doi.org/10.1039/dt9950002865
https://doi.org/10.1039/dt9950002865
https://doi.org/10.1039/dt9950002865
https://doi.org/10.1016/j.jinorgbio.2011.01.012
https://doi.org/10.1016/j.jinorgbio.2011.01.012
https://doi.org/10.1016/j.jinorgbio.2011.01.012
https://doi.org/10.1063/1.2370993
https://doi.org/10.1021/ci600510j
https://doi.org/10.1021/ci600510j
https://doi.org/10.1021/ci600510j
https://doi.org/10.1021/ct8000409
https://doi.org/10.1021/ct8000409
https://doi.org/10.1021/ct8000409
https://doi.org/10.1007/BF00533485
https://doi.org/10.1007/BF00533485
https://doi.org/10.1007/BF00533485
https://doi.org/10.1063/1.444267
https://doi.org/10.1063/1.444267
https://doi.org/10.1063/1.444267
https://doi.org/10.1021/cr9904009
https://doi.org/10.1021/cr9904009
https://doi.org/10.1021/cr9904009
https://doi.org/10.1002/ijch.199300051
https://doi.org/10.1002/ijch.199300051
https://doi.org/10.1002/ijch.199300051
https://doi.org/10.1063/1.438955
https://doi.org/10.1063/1.438955
https://doi.org/10.1063/1.438955
https://doi.org/10.1063/1.438955
https://doi.org/10.1063/1.438980
https://doi.org/10.1063/1.438980
https://doi.org/10.1063/1.438980
https://doi.org/10.1021/ja00051a040
https://doi.org/10.1021/ja00051a040
https://doi.org/10.1021/ja00051a040
https://doi.org/10.1021/ja00051a040
http://www.chemeurj.org


A. J. Austin, R. Cammi, C. Pomelli, J. W. Ochterski, R. L. Martin, K. Moro-
kuma, V. G. Zakrzewski, G. A. Voth, P. Salvador, J. J. Dannenberg, S. Dap-
prich, A. D. Daniels, Farkas, J. B. Foresman, J. V. Ortiz, J. Cioslowski, D. J.
Fox, Gaussian, Inc. , Wallingford CT 2009.

[34] J. Contreras-Garc&a, E. R. Johnson, S. Keinan, R. Chaudret, J.-P. Piquemal,
D. N. Beratan, W. Yang, J. Chem. Theory Comput. 2011, 7, 625 – 632.

[35] A. E. Reed, L. A. Curtiss, F. Weinhold, Chem. Rev. 1988, 88, 899 – 926.

[36] M. D. Hanwell, D. E. Curtis, D. C. Lonie, T. Vandermeersch, E. Zurek, G. R.
Hutchison, J. Cheminf. 2012, 4, 17.

[37] W. Humphrey, A. Dalke, K. Schulten, J. Mol. Graph. 1996, 14, 33 – 38.

Manuscript received: April 2, 2019

Accepted manuscript online: April 16, 2019

Version of record online: May 9, 2019

Chem. Eur. J. 2019, 25, 7628 – 7634 www.chemeurj.org T 2019 The Authors. Published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim7634

Communication

https://doi.org/10.1021/ct100641a
https://doi.org/10.1021/ct100641a
https://doi.org/10.1021/ct100641a
https://doi.org/10.1021/cr00088a005
https://doi.org/10.1021/cr00088a005
https://doi.org/10.1021/cr00088a005
https://doi.org/10.1016/0263-7855(96)00018-5
https://doi.org/10.1016/0263-7855(96)00018-5
https://doi.org/10.1016/0263-7855(96)00018-5
http://www.chemeurj.org

