Volume 52
Number 37
7 October 2023
Pages 13013-13438

Dalton
Transactions

An international journal of inorganic chemistry

rsc.li/dalton

Reaction Favorability _

ISSN 1477-9226

™ LOYAL SOCIETY PAPER

J. Oscar C. Jiménez-Halla, Miquel Sola et al.
“ O F CH EM IST RY Beryllium compounds for the carbon-halogen bond

activation of phenyl halides: the role of non-innocent ligands



7® ROYAL SOCIETY
P OF CHEMISTRY

Dalton
Transactions

View Article Online

View Journal | View Issue

Beryllium compounds for the carbon—halogen
bond activation of phenyl halides: the role of non-
innocent ligands+

’ M) Check for updates ‘

Cite this: Dalton Trans., 2023, 52,
13068

ab Gerardo Gonzalez-Garcia, (22

xb

Daniel E. Trujillo-Gonzalez,
J. Oscar C. Jiménez-Halla*® and Miquel Sola

Beryllium is a metallomimetic main-group element, i.e., it behaves similarly to transition metals (TMs) in
some bond activation processes. To investigate the ability of Be compounds to activate C-X bonds (X =
F-1), we have computationally investigated, using DFT methods, the reaction of (CAAC),Be (CAAC = 1-
(2,6-diisopropylphenyl)-3,3,5,5-tetramethylpyrrolidin-2-ylidene) and a series of five-membered hetero-
cyclic beryllium bidentate ligands with phenyl halides. We have analysed all plausible reaction mechanisms
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and our results show that, after the initial C—X oxidative addition, migration of the phenyl group occurs
towards the less electronegative heteroatom. Our theoretical study highlights the important role of biden-
tate non-innocent ligands in providing the required electrons for the initial Ph—X oxidative addition. In
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Introduction

In the last decade, advancement of s- and p-block chemistry
has taken place as a consequence of the potential of some of
these elements to replicate the behaviour of transition metals
(TMs) in catalysis, the so-called metallomimetic chemistry." In
the last few years, we have witnessed several studies reporting
on the ability of the main-group elements to activate C-H and
H-H bonds®>™* among others. Alkaline-earth metals (usually
Mg, Ca, Sr, and Ba compounds) have been shown to carry out
hydroamination, heterofunctionalization, and cross-meta-
thesis reactions,” which were only attributed to TMs in the
past. Among these elements, beryllium is less preferred to be
explored experimentally since it is toxic to human health
(long-term exposure causes berylliosis).®”® However, nowadays
it is possible to develop beryllium chemistry with appropriate
safety conditions.®

Despite its toxicity, beryllium and its compounds have
caught the attention of researchers in the last decades due to
their applications in materials science and nuclear
physics.®”'° However, until 2015, less than 180 beryllium com-
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contrast, the monodentate ligand, CAAC, does not favour this oxidative addition.

pounds, which contain Be-N, Be-C and Be-P bonds, were
reported according to the Cambridge structural database.'
Beryllium dihalides form stable complexes with Lewis
bases.”>™* Thus, different ligands are used to stabilize the
empty orbitals of the beryllium atom. For instance, Frenking
and coworkers analyzed a tetracoordinate beryllium compound
that was synthesized by the reaction between BeCl, and two
molecules of bis(diphenylphosphino)methane in dichloro-
methane (Chart 1a)."> Using toluene as a solvent, Petz and
coworkers reported a tricoordinate beryllium compound
obtained from the reaction between BeCl, and C(PPh;),
(Chart 1b)."® Also, Buchner and coworkers carried out two reac-
tions: beryllium dichloride in the presence of PMe; in benzene
led to (PMe;),BeCl, and beryllium dichloride reacted with bis
(diphenylphosphino)propane in benzene to give the heterocyclic
beryllium compound (CH,);(Ph,P),BeCl, (a six membered ring,
Chart 1c)."” Paparo and Jones made a ligand substitution in
Et,OBeX, (where X = Br, I) with diamines or diazabutadienes
(DBAs) to prepare five-membered heterocyclic beryllium rings
(Chart 1d)."® The possibility of obtaining beryllium compounds
without Be-halogen bonds was shown by Arrowsmith and
Braunschweig in the synthesis of L,Be (L = 1-(2,6-diisopropyl-
phenyl)-3,3,5,5-tetramethylpyrrolidine-2-ylidene (CAAC), Chart 1e).
First, they coordinated CAAC with the BeCl, in benzene, and then
the second CAAC molecule was coordinated using KCg and
EtO,.*° Paparo, Smith, and Jones carried out a reaction between
BeBr,(TMEDA) (TMEDA = N,N,N',N-tetramethylethylenediamine)
and :Al(DIPNacNac) (DIPNacNac = (((2,6-diisopropylphenyl)
NCMe),CH)") in toluene, to get the first compound with a Be-Al
bond (Chart 1f).>® Puchta, Buchner, and co-workers synthesized

This journal is © The Royal Society of Chemistry 2023
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Chart 1 Beryllium compounds reported with different ligands.

mono- and dinuclear beryllium halides [(PMe;),BeX,] and
[(PMe;3)BeX, ], through the coordination of PMe; with the BeCl,
in benzene (Chart 1g).>* Finally, Paparo, Jones, and co-workers
synthesized a beryllium naphthalenediyl complex through the
reaction between K,(C,0Hg),(THF), that allowed the removal of
the bromide ligands, and the stabilized NHC-BeBr, (Chart 1h).*?
The importance of choosing an appropriate ligand is not
only for better stabilization but also because beryllium com-
pounds can activate bonds>™>* and fixate small molecules.>®
Therefore, taking advantage of the preference of Be to form

This journal is © The Royal Society of Chemistry 2023

bonds with halogens, we also aimed to tackle an environ-
mental problem due to the use of phenyl halides (which are
toxic, carcinogenic, and mutagenic).”””*® On the other hand,
aromatic halides are important in organic synthesis chemistry,
but a limitation is found due to the inertness of the halogen-
carbon bond.”® Regarding the activation of C-X bonds, we can
mention a series of examples provided by Matsubara and co-
workers who carried out the amination of haloarenes using a
nickel catalyst.*® Also, Wu’s group made fluorenes and polyar-
enes using 1-bromonaphthalene, diphenylethyne, and a palla-
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dium catalyst.>" Even, an alloy of palladium and gold carried
out the C-Cl and C-Br bond activations (more reactive for Ar-
Cl than Ar-Br).** Bickelhaupt, Hamlin, and co-workers studied
the carbon(sp”)-halogen bond activation using a Pd catalyst
and found a decrement in the activation energies following the
order C(sp™)-F > C(sp”)-Cl > C(sp™)-Br > C(sp”)-1.>* Also,
Harder and co-workers reported the hydrohalogenation of aro-
matic halides (with F, Cl, Br, and I) with alkaline-earth com-
pounds (AeH, Ae = Ca, Sr, and Ba). They found that the conver-
sion rate increases with the metal size (Ca < Sr < Ba) and
halogen size (F < Cl < Br <1).>*

Herein, using (CAAC),Be, NtBuNtBuBe (N¢tBuNtBu =
(1E,2E)-N',N*>-di-tert-butylethane-1,2-diimine), NNBe (NN =
(1E,2E)-N',N>-dimethylethane-1,2-diimine), NPBe (NP =
(1E,2E)-N-methyl-2-(methylphosphaneylidene)ethan-1-imine),
NOBe (NO = (E)-2-(methylimino)acetaldehyde) and NSBe (NS =
(E)-2-(methylimino)-ethanethial), we report on some plausible
mechanistic proposals for the Ph-X (where X = F, Cl, Br, I)
bond activation (see Scheme 1) and the effect of using mono-
or bidentate ligands as Lewis bases to stabilize the empty orbi-
tals of Be, adding an example of the ability of beryllium to act
as other metals like Sr, Ca, Ba, Pd, and Ni. It is worth noting
that among the different beryllium rings used,
NtBuNtBuBeBr, was prepared experimentally.'®* The
NtBuNtBuBe species can be obtained by reduction of
NtBuN¢BuBeBr, using solid potassium (vide infra).

Computational details

All DFT calculations were performed using the Gaussian09
program.®®> Geometries were optimized using Head-Gordon’s
hybrid functional that contains range-separated dispersion
corrections (wB97X-D).*® The electronic configuration of the
molecules was represented using the basis sets (def2-SVPP)
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developed by Ahlrichs and co-workers.>”*®* The unrestricted
formalism was used for the calculation of open-shell species.
All the stationary points were classified according to their har-
monic frequencies: only one imaginary frequency for tran-
sition states and positive values for all the frequencies for reac-
tants, intermediates, and products. Gibbs energies were com-
puted from the corrected electronic energies at the ®B97X-D/
def2-TZVP(SMD:toluene)/wB97X-D/def2-SVPP level obtained
with the Gaussian09 program and including solvent effects
with the solvation model based on solute electron density
(SMD)*° considering toluene as a solvent. Added corrections of
the zero-point energy, thermal contributions to the internal
energy, and the entropy term were computed at 298.15 K with
the ®B97X-D/def2-SVPP method considering an ideal gas
under standard conditions. For species NNBe and Ph-F, we
performed additional calculations at the ®B97X-D/def2-TZVP
(SMD:toluene)//wB97X-D/def2-TZVP level of theory (see
Fig. S7t). Differences in the energy profiles obtained by opti-
mizing the geometries at the ®B97X-D/def2-SVPP or ®B97X-D/
def2-TZVP level of theory are less than 1 kcal mol™*, thus justi-
fying the use of the ®B97X-D/def2-SVPP method for geometry
optimizations. For a few elementary reaction steps, despite
many attempts, we have been unable to locate the transition
state (TS). In these cases, we have obtained an approximate
relative electronic energy (AE) for the TS based on a linear
transit that connects reactants and products. For these
approximate TSs (marked with an asterisk in the reaction pro-
files), we provide the relative electronic energy obtained at the
®B97X-D/def2-TZVP(SMD:toluene)/wB97X-D/def2-SVPP  level.
As they are not strict stationary points, Gibbs energies cannot
be obtained with standard procedures.

Nucleus independent chemical shifts (NICS) were calcu-
lated at the B3PW91/6-311+G**//wB97X-D/def2-SVPP level.
Using the atomic partitioning obtained with the AIMALL
program,® the multicenter indices (MCls)*'™** were computed

—W,
E\Y,}Be

NtBuNtBuBe: W = N-tBu ; Y = N-tBu
NNBe: W = N-Me ; Y = N-Me

NPBe: W= N-Me ;Y=
NOBe: W= N-Me;Y=0
N-Be: W= N-Me;Y=

Scheme 1 C-X bond activations reported in this work (a) using (CAAC),Be and (b) using five-membered heterocyclic rings. Dip =

diisopropylphenyl.
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with the ESI-3D***° program at the ®B97X-D/def2-SVPP level.
The wavefunction and the electronic structure were analyzed at
the ©B97X-D/def2-TZVPP//oB97X-D/def2-SVPP level of theory
with the ORCA*” and the IBOview*® programs.

Using the ®B97X-D/def2-SVPP optimized geometries,
energy decomposition analysis (EDA) was performed with the
BLYP*®° functional and the TZ2P basis set with the
Amsterdam  density = functional = (ADF2019)  software
package.>"** The all-electron basis set used, denoted TZ2P, is
of triple-{ quality with two sets of polarization functions for all
atoms. Standard convergence criteria and a fine grid were
used. Dispersion forces were included via Grimme’s dispersion
correction scheme (DFT-D3(BJ)),>> which contains the
damping function proposed by Becke and Johnson.>* In EDA,
the interaction energy, AE;,, corresponds to the actual energy
change when the geometrically deformed fragments are com-
bined to form the overall complex. AE;,, can further be decom-
posed within the framework of the canonical Kohn-Sham
molecular orbital (MO) model.>>° The first term, AVegag
corresponds to the classical electrostatic interaction between
the unperturbed charge distributions of the fragments in the
geometry they possess in the complex. This term is usually
attractive. The Pauli repulsion, AEp,,;;, between these frag-
ments comprises the destabilizing interactions, associated
with the Pauli principle for fermions, between occupied orbi-
tals and is responsible for the steric repulsion. The orbital
interaction, AE,;, between these fragments in any MO model,
and therefore also in Kohn-Sham theory, accounts for bond
pair formation, charge transfer (empty/occupied orbital
mixing between different fragments) and polarization (empty/
occupied orbital mixing on one fragment due to the presence
of another fragment). Finally, the AEg, term accounts for
attractive dispersion interactions.

lone pair delocalized

C
NtBuNtBuBe

lone pair

NPBe

Fig. 1 IBOs for heterocyclic beryllium compounds.
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Results and discussion

First, we carried out geometry optimizations for reactants
(Fig. S1t). We tested different electronic configurations to find
the ground state. NtBuNzBuBe, NNBe, NPBe, NOBe, and NSBe
are closed-shell singlets, whereas (CAAC),Be is an open-shell
broken symmetry singlet (the singlet closed-shell is higher in
energy by 8.7 kcal mol™", see Table S11).°° For the (CAAC),Be
complex, the Be-C distance is 1.646 A (exp. 1.664 A;'° theor.
1.644 A).*° The Be-N bond lengths in all the rings vary from
1.516 to 1.536 A (theor. 1.535 A for NNBe®'), while the P-Be,
0O-Be and S-Be bond lengths are 2.046, 1.464, and 2.046 A,
respectively. The C-C bond lengths oscillate from 1.354 to
1.360 A and shorter C-C bond lengths are found when W and
Y shown in Scheme 1 are different (see Fig. S17).

The electronic structure for each ring was investigated with
the IBOview program. The N, O, and S atoms tend to delocalize
their electron pair inside the ring (to carbon and beryllium
atoms) while P does not share its lone pair (see Fig. 1). Other
works reported five-membered rings with a non-planar phos-
phine moiety.*>%® Using effective oxidation states (EOSSs)
defined by Salvador et al.,** we determined that the EOS of the
Be atom is 2+ at all stationary points that were located (also in
(CAAC),Be). We also carried out EDA for the NNBe taking Be
as one of the fragments and the ligand as the other one. We
considered the Be fragment in different oxidation and spin
states: Be® (singlet and triplet), Be'* (doublet) as reported by
Parameswaran’s  group for a similar compound,
BeN,(CH3),C,H,,°" and Be*" (singlet). Taking the oxidation
state from the lowest stabilizing AE,; value,®®® we also found
that the oxidation state of Be is 2+ (see Fig. S2t). This agrees
with the intrinsic bond orbitals (IBOs) displayed in Fig. 1 that
indicate that Be does not have a lone pair.

lone pair delocalized

n-bond
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Due to the electron delocalization, we considered the possi-
bility of these compounds to have an aromatic character (rings
with formally 6m-electrons); we calculated the NICS index at
the B3PW91/6-311+G**//wB97X-D/def2-SVPP level of theory. In
accordance with our results, the NICS(0) values are —8.3
(benzene), —9.2 (NtBuNtBuBe), —8.7 (NNBe), —8.0 (NSBe), —6.3
(NOBe) and —2.9 (NPBe) ppm. All of the rings except NPBe
show relatively large negative values that indicate the aromatic
character of these rings with six n-electrons®®” (for NICS(1),,
values, see Table S2}). In the NPBe system, the phosphorus
electron pair is not involved in the r-system, which quenches
the aromaticity of this ring. Our NICS result of NNBe agrees
with that reported by Parameswaran’s group (NICS.(1) =
—9.6).%" The aromatic character of the rings, indicated by NICS
results, is further substantiated by the MCI values (see
Table S21). From the computed normalized MCI values (MCI"
"% we obtained the following order of aromaticity: benzene
(0.59) > NNBe (0.51) ~ NtBuNtBuBe (0.50) ~ NOBe (0.50) ~
NSBe (0.50) > NPBe (0.47), which agrees with the NICS order-
ing. On the other hand, the isomerization stabilization ener-
gies (ISEs)®® provide a different order of aromaticity, that is,
NSBe > NPBe > NOBe > NNBe, and prove that the aromatic
stabilization energy of these
(Table s41).”°

Before starting with the activation of the Ph-X bonds, we
calculated the reduction of N¢tBuNtBuBeBr, using a K;, cluster
of Cs; symmetry”! to get NtBuNtBuBe, two molecules of KBr,
and a K; cluster of C,, symmetry (Scheme 2).”* The Gibbs reac-
tion energy is clearly favorable according to our calculations
(AG(SMD = toluene) = —43.4 kcal mol ™). Thus, we now discuss
the reaction mechanism for the halogen-carbon bond acti-
vation using the N¢BuN¢BuBe ring (Fig. 2).

The reaction starts with the donor-acceptor interaction
between one of the lone pairs of the halogen and the LUMO of
NtBuNt¢BuBe (1.1a, Fig. 2) that is mainly located on the Be
atom.®! This step is exergonic for F but not for Cl, Br, and
I. Through the transition state (TS) 1.2a, that describes the Ph—
X bond cleavage with AG* = 27.2 (F), 27.0 (Cl), 22.9 (Br), and
21.6 (I) keal mol ™, we got 1.3a (the process is kinetically more
favorable in the following order: I > Br > F ~ Cl). Intermediate
1.3a is characterized by a tetracoordinate beryllium compound
with a 2+ oxidation state of Be. Next, the phenyl group
migrates from Be to N (TS 1.4a with AG* = 21.3 (F), 24.1 (Cl),
25.2 (Br), and 27.8 (I) kcal mol™) to get the product 1.5a.
According to EOS, Be does not change the oxidation state of 2+
along the reaction. The electron density needed for the bond

systems is relatively low

tBu JBu
1 N
/N\ W K F/ N\
Be‘; _10_> 1 , Be + ZK + K8
SV <=s //
N N
\tBu tBu

Scheme 2 NtBuNtBuBeBr; reduction to NtBuNtBuBe.
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activation comes from the ligand that plays a non-innocent
role (vide infra).

The Gibbs reaction energy is exergonic for all halogens,
with the exergonicity decreasing as the halogen becomes
heavier. Except for I, the Gibbs energy barriers to generate
product 1.5a from 1.3a are lower in energy than those of the
1.1a — 1.3a process. The TOF-determining intermediate
(TDI)”* is 1.1a for F or reactants for Cl and Br and the TOF-
determining transition state (TDTS) is 1.2a for F, Cl, and Br,
whereas for I the TDI is 1.3a and the TDTS is 1.4a. The ener-
getic span (TDTS-TDI energy difference) values are 27.2 (F),
27.0 (Cl), 22.9 (Br), and 27.8 (I) kecal mol ™. According to our
results, the most favorable activation takes place for Ph-Br.
Fig. S5t shows other reaction paths that were analyzed for this
NtBuNtBuBe system but were ruled out because they were
found to be higher in energy than those presented in Fig. 2.

The second reaction mechanism that we have studied
corresponds to the NNBe ring (Fig. 3). As before, the reaction
starts with the halogen coordination with the Be moiety in an
exergonic process. This interaction is more favorable in NNBe
than in N¢eBuN¢tBuBe because in the latter the LUMO is located
higher in energy by about 0.11 eV.

To get 2.3a (favorable for all halogens in the order F > Br >
Cl > 1), it is necessary to surmount the TS 2.2a corresponding
to the bond activation with AG* = 23.6 (F), 20.6 (Cl), 17.2 (Br),
and 15.6 (I) kcal mol™. The lower barriers for NNBe than
those for N(eBuNtBuBe are attributed to the higher steric hin-
drance of the TS 1.2a in the NfBuN¢BuBe species. For the
NNBe compound, we carried out an IBO analysis along the
reaction coordinate for the Ph-F bond activation (Fig. S4f). In
NNBe-FPh (2.1a), the ring redistributes electron density from
the C-C = bond to the antibonding Ph-F and results in 2.3a
(Fig. S4at). In this way, the Be atom does not change its oxi-
dation state. It is the ligand that promotes the oxidative
addition of Ph-F by becoming oxidized. The ligand partici-
pates in the redox process as a redox non-innocent ligand that
behaves as an electron reservoir.”>”* During the process, the
ligand loses its aromaticity (see Table S27).

Through the TS 2.4a, which corresponds to the phenyl
group migration from Be to N (with AG* = 18.5 (F), 22.1 (Cl),
23.0 (Br), and 24.6 (I) kcal mol™), we got the final product
2.5a. The reaction energies are more exergonic for F than for
Cl, Br, and I. To pass from 2.3a to 2.5a, the N-C n bond
donates electron density to the Be-Ph ¢* antibonding orbital
that, as a result, is weakened, favoring the formation of the N-
Ph bond (Fig. S4b¥).

The energetic spans, which are determined by the inter-
mediate 2.1a and the TS 2.2a for F and the intermediate 2.3a
and the TS 2.4a for Cl, Br, and I, are 23.6 (F), 22.1 (Cl), 23.0
(Br), and 24.6 (I). The change of the substituent tBu by Me
favors the reaction by decreasing the Gibbs energy barriers
and increasing the exergonicity of the reaction.

The next mechanism is for the NPBe reaction (Fig. 4). In an
exergonic step the reaction starts with the formation of the
intermediate 3.1a (favorable in the following order: I > F > Cl >
Br). Through the TS 3.2a, that corresponds to the oxidative

This journal is © The Royal Society of Chemistry 2023
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addition of the Ph-X bond (with AG* = 23.4 (F), 23.1 (Cl), 21.4
(Br) and 20.4 (I) kcal mol™"), we got the product 3.4a (except
for F, for which after the TS we got 3.3a and then 3.4a in a bar-
rierless process). An alternative pathway involves crossing the
TS 3.2b that describes the phenyl group migration from the
halogen to nitrogen (with AG* = 28.6 (F), 32.7 (Cl), and 31.4
(Br) and AE* of 25.3 (F), 31.1 (Cl), 43.0 (Br) and 43.3 (I) kcal
mol ™), through which we got the product 3.4b. The difference
between 3.4a and 3.4b is the position of the phenyl group, on
P or N, respectively. The Gibbs reaction energies are favorable
in both cases but it is more for 3.4a than for 3.4.b (in the two
reactions the exergonicity follows the order: F > Cl > Br > I).
The reason for the higher stability of 3.4a than that of 3.4b is
attributed to the greater capability of the phosphine group to
share electron density in comparison to that of the amine
(phosphorus is softer and less electronegative than nitro-
gen).”” Also, the delocalization of the N electron pair over the
ring stabilizes the product while the electron pair of P cannot
be delocalized.

When Y contains an element of group 16 (O or S), we found
additional paths that are not present in the reaction mecha-
nisms discussed above. For NOBe (Fig. 5), the reaction starts
with an exergonic step to form 4.1a, favorable in the following
order: I > F > Br ~ Cl If the reaction proceeds through the TS
4.2a, with AG* = 25.2 (F) (AE* = 24.0 (F), 9.1 (Cl), 9.5 (Br), and
14.0 (I) kcal mol™), the phenyl group migrates from the
halogen to N and the product 4.5a is obtained. We have
explored alternative pathways but all of them were found to be
higher in energy. For instance, if the reaction goes through the
TS 4.2b, the phenyl group migrates from the halogen to O to

13074 | Dalton Trans., 2023, 52,13068-13078

generate 4.5b with AG* = 29.9 (F) (AE* = 29.8 (F), 23.2 (Cl), 25.6
(Br), and 30.2 (I) kcal mol™"). Now, if the reaction passes
through the TS 4.2¢, with AG* = 24.0 (Cl), 20.8 (Br), and 18.5
(I) keal mol™ (AE* = 27.6 (F), 24.0 (Cl), 20.5 (Br), 18.9 (I) kcal
mol ™), the phenyl group migrates from the halogen to Be pro-
ducing the tetracoordinate beryllium compound 4.3c with the
following exergonicity order: F > Cl > Br > I. From that inter-
mediate, if the phenyl group migrates from Be to N (the TS
4.4c with AG* = 10.4 (F), 12.2 (Cl), 12.4 (Br), and 13.7 (I) kcal
mol™?), the product is 4.5a. The other TS 4.4d (with AG* = 22.1
(F), 24.2 (Cl), 24.6 (Br) and 25.9 (I) kcal mol™"), that describes
the phenyl group migration from Be to O, leads to the product
4.5b. The product 4.5a is thermodynamically more stable than
4.5b. In conclusion, the expected main product for all halo-
gens is 4.5a obtained by surmounting the TS 4.2a.

For the last bidentate ligand, NSBe (Fig. 6), the reaction
starts with an exergonic step to form 5.1a, favorable in the fol-
lowing order: I > F > CI > Br. If the reaction passes through the
TS 5.2a, with AG* = 29.2 (F) and 32.8 (Cl) (AE* = 27.6 (F), 30.7
(Cl), 14.8 (Br), and 17.4 (I) kcal mol™"), the phenyl group
migrates from the halogen to N and the product 5.5a is
obtained. If the reaction goes through the TS 5.2b, with AG* =
29.7 (F) (AE* = 29.4 (F), 24.2 (Cl), 21.5 (Br) and 21.8 (I) kcal
mol™"), the phenyl group migrates from the halogen to S and
the product 5.5b is generated. Now, if the reaction passes
through TS 5.2¢, with AG* = 30.6 (Cl), 26.6 (Br) and 25.1 (I)
kecal mol™", the phenyl group migrates from the halogen to Be
and the tetracoordinate beryllium compound 5.3c is produced
with the following exergonicity order: Cl > Br > L. In the case of
F, all the attempts to locate 5.2¢ ended in 5.2a. Therefore, we

This journal is © The Royal Society of Chemistry 2023
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conclude that the route through 5.2¢ is not possible for Ph-F
activation. From the intermediate 5.3c, if the phenyl group
migrates from Be to N (TS 5.4d with AG* = 10.7 (Cl), 11.1 (Br)
and 13.0 (I) kcal mol™"), the product is 5.5a. The other TS 5.4c
(with AG* = 0.8 (Cl), 1.4 (Br) and 3.1 (I) kcal mol™), that
describes the phenyl group migration from Be to S, leads to
the product 5.5b. The product 5.5a is more favorable than
5.5b.

In all cases, during the first step corresponding to the oxi-
dative addition, the aromaticity of the five-membered hetero-
cyclic ring is lost (Table S2t). As said before, the loss of aro-
matic stabilization energy when going from reactants to x.2a is
higher in NSBe (11.9 kcal mol™") than in NOBe (5.7 kcal
mol™") or NNBe (3.8 kcal mol™"). Interestingly, for systems
with similar steric hindrance such as NSBE, NOBe and NNBe,
the five-membered heterocyclic rings with higher aromatic
stabilization energy in the reactant are those having the larger
Gibbs energy barriers for the oxidative addition (Table S4t), as
expected from the fact that during the oxidative addition the
five-membered heterocyclic ring loses its aromaticity.

In general, when the TS describes the Ph-X bond activation
(where Ph is bonded to Be, N, P, O, or S), the activation energy
is highest for X = F and it is due to the higher strength of the
Ph-F bond (see Table S31). The higher the Ph-X bonding
energy, the higher the energy barrier is. For the same reason
(stronger Be-F bonds), usually the case X = F provides the

AG (kcal/mol)

View Article Online
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most exergonic processes (see Table S31). Other reaction paths
involving bicyclic intermediates were tested but they were
found to be highly endergonic and they were not further ana-
lyzed (Fig. S57).

Finally, the (CAAC),Be system was studied (Fig. 7). The reac-
tion starts with a concerted transition state that describes the
Ph-X bond activation with AG* = 49.2 (F), 53.4 (Cl), 53.2 (Br)
and 53.0 (I) keal mol™". We found high Gibbs energy barriers
in this process despite lack of aromaticity in (CAAC),Be. These
high energy barries are due to the fact that the (CAAC),Be
system must deform significantly by decreasing the «CBeC
angle to provide space for the interaction of the LUMO of
(CAAC),Be with the HOMO of the Ph-X molecule (Fig. S67).
The deformation energy values are 14.1 (F), 15.1 (Cl), 15.7 (Br),
and 16.7 (1) kcal mol™. Once 6.1a is surmounted, formation of
6.2a is highly exergonic with AG* = 14.9 (F), 16.3 (Cl), 16.9 (Br)
and 17.1 (1) keal mol™ (6.3a), and the phenyl group in 6.2a
migrates from the Be to the carbenic carbon to generate 6.4a.
The Gibbs reaction energies are exergonic in the following
order: F > Cl > Br > L.

Conclusions

The reaction mechanisms of the phenyl-halogen bond acti-
vation using beryllium compounds were studied. The analysed

6.4a N
(22 oL
(-32.0)
(-28.0)
(-23.2)

Reaction Coordinate

Fig. 7 Reaction mechanism determined at the ®B97X-D/def2-TZVP(SMD:toluene)//wB97X-D/def2-SVPP level. X = F (green), Cl (pink), Br (brown),

and | (purple).
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beryllium five-membered rings have a closed-shell singlet
ground state, whereas the (CAAC),Be species has an open-shell
singlet as the ground state. The beryllium five-membered ring
exhibits aromaticity due to the delocalization of electrons in
the cycle. According to the energy profiles, the activation of
Ph-X bonds involves exergonic reactions, favorable in the fol-
lowing order: NPBe > NNBe > NOBe > NtBuN¢BuBe > NSBe >
CAAC,Be, as the halogen becomes heavier. In many cases, the
rate determining step is the oxidative addition that occurs in
the first step of the reaction. In general, the higher the aro-
matic stabilization energy of the five-membered heterocyclic
ring, the greater the energy barrier for the oxidative addition.
This process also benefits from the reduction of the steric hin-
drance of the compounds. Interestingly, Be(u) retains the oxi-
dation state along the whole reaction path and the electrons
needed for the oxidative addition are given by the ligands that
have a key role in the reaction. In this sense, the metallomi-
metic character of the beryllium complexes is more provided
by the ligands than by the element itself. For the (CAAC),Be
species, the Gibbs energy barriers are high because of the
need to distort the reactants to allow the interaction with the
Ph-X species.
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