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Mechanistic study of the bismuth mediated
fluorination of arylboronic esters and further
rational designt

Jiali Cai,® Minna Zhi,? Junyuan Hu,? Tingting Pu,® Kai Guo © ¢ and Lili Zhao & *2®

Density functional theory (DFT) calculations have been performed to gain insight into the catalytic
mechanism of the bismuth redox catalyzed fluorination of arylboronic esters to deliver the widely used
arylfluoride compounds (Science 2020, 367, 313-317). The study reveals that the whole catalysis can be
characterized via three stages: (i) transmetallation generates the Bi(i) intermediate 5, capitalizing on the
use of KF as an activator. (i) 5 then reacts with the electrophilic fluorination reagent 1-fluoro-2,6-
dichloropyridinium 4 via oxidative addition to give the Bi(v) intermediate IM4A. (ii) IM4A undergoes
a reductive elimination step to yield aryl fluoride compounds and regenerates the bismuth catalyst for
the next catalytic cycle. Each stage is kinetically and thermodynamically feasible. The transmetallation
step, with a barrier of 25.4 kcal mol™?, is predicted to be the rate-determining step (RDS) during the
whole catalytic cycle. Furthermore, based on a mechanistic study, new catalysts with the framework of
tethered bis-anionic ligands were designed, which will help to improve current catalytic systems and

rsc.li/rsc-advances

Introduction

Fluorinated organic compounds have been considered as very
important intermediates in modern pharmaceuticals,"* agro-
chemicals,® materials* and tracers for positron emission
tomography (PET).> However, only a small fraction of organic
fluorides can be achieved by natural biosynthesis, which arises
from the most electronegative and the least nucleophilic char-
acters of fluorine and thus make the carbon-fluorine bond
formation challenging.®® In the past decades, significant
progress has been made in C(sp*)-F bond formation including
the asymmetric a-fluorination of carbonyl compounds medi-
ated by organo-'*"* and metal-catalysts.">'* However, only few
C(sp®)-F bond formation, especially aromatic carbon-fluorine
bonds, have been reported. At present, the reported available
methods for aryl C-F bond formation, include the Balz-Schie-
mann reaction,” the Halex process,'>" transition metal-
catalyzed or mediated procedures,'®" deoxyfluorination of
phenols,* and fluorination of aryl Grignard reagents.>* Unfor-
tunately, these methods suffer from harsh reaction conditions
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information (ESI) available. See
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develop new bismuth mediated fluorination of arylboronic esters.

or highly activated substrates. Therefore, it's anticipated to
develop efficient and simple strategies, which allow the instal-
lation of stable, easily-handled and readily-introduced
precursor functional groups into fluorine atoms. In this
regard, boron-containing complexes perform well and become
the promising precursors.

Organoboron reagents, which are stable, normally non-toxic
and excellent functional-group tolerant, can be widely used in
C-C and C-B bond formation,** as well as in the development of
metal-catalyzed cross coupling reactions, such as Suzuki-
Miyaura coupling and Chan-Lam coupling.”*** However, orga-
noboron reagents have rarely been reported as precursor for
C-F bond formations. This situation is beginning to change
with the development of modern metal-mediated fluorination
processes. The transition metals (e.g., Pd,*® Ag,*® Cu*”?*) have
been used for aromatic carbon-fluorine bond formation, which
used fluorinating agents that are more easily handled,
including the electrophilic N-F reagents (e.g., Selectfluor and
NFSI)*?**® Considering the transition metal catalysts are
expensive and less abundant due to over-exploitation, the
employment of much cheaper and abundant main-group
elements in such transformation process is promising. In this
respect, the bismuth (Bi) involving complexes have great
potential in the field of sustainable catalysis due to the inex-
pensive and abundant properties of main group bismuth
element.** However, the employment of bismuth element in
catalysis is mainly dependent on its soft Lewis acidity with
a fixed oxidation state,*” rather than its redox capacities. Until
so far, the exploitation of bismuth's redox capacities in

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Scheme 1 Bi(n)/Bi(v) redox catalyzed fluorination of arylboronic
esters.®

catalysis, which can access transition-metal reactivity, is still
challenging. In 2020, Cornella et al. rationally designed a series
of bismuth complexes with the tethered bis-anionic aryl
ligands, which can be used as active catalysts for the fluorina-
tion of aryl boronic esters through a Bi(m)/Bi(v) redox cycle
under mild conditions (Scheme 1).** The rigid skeleton of the
tethered ligands can effectively avoid Berry pseudo-rotation or
turnstile rotation of the highvalent bismuth intermediates, and
the lone pair of the S-bound nitrogen would serve as a weak
ligand for the Bi center, which helps to stabilize the geometries
of the Bi(v) compounds during the catalytic cycle. Moreover, the
efficiency with respect to the valuable aryl moiety would be
improved, which is also derived from the rigid skeleton of the
tether ligands. It is worthy of noting that the oxidation of Bi(im)
to Bi(v) fluorides has been normally limited to the strong fluo-
rinating agents, such as XeF, or F,,***" because of the inert pair
effects and relativistic effects of Bismuth. Nonetheless, Cornella
and coworkers demonstrated that the electrophilic fluorination
1-fluoro-2,6-dichloropyridinium 4 can be used as efficient
fluorinating agents for the fluorination of the aryl boronic esters
leading to the fluorinated product 3 under mild conditions
(60 °C, Scheme 1).

Although Cornella and coworkers qualitatively proposed
a reaction course and conducted experimentally mechanistic
study on the unusual C-F bond reductive elimination process,
several interesting open questions, such as the reasonable
pathway for the generation of the active Bi(m)-aryl intermediate,
the role of the employed base (i.e., KF), and the configuration of
the Bi(v) intermediate, still unclear. We herein performed
a thorough mechanistic study to elucidate the reaction mech-
anism of the fluorination of arylboronic esters mediated by the
bismuth complexes (Scheme 1). The detailed reaction mecha-
nism, in terms of energetics and structures, can clarify the
important role of base KF, reveal the rate-determining step of
the whole catalysis, and disclose the origin of the configuration
transformation of the Bi(v) intermediate. Based on the mecha-
nistic study, we further rationally designed the tethered bis-
anionic aryl ligands based new catalysts with higher effi-
ciency, which could be promising candidates for further
experimental realization. In-depth mechanistic understanding
of the target reaction and further catalyst design could be
helpful for experimental chemists build more efficient bismuth
complexes and develop new catalytic Bi(u1)/Bi(v) redox process
for the fluorination of aryl boronic esters.

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Computational details

Geometry optimizations without symmetry restriction were
carried out with the Gaussian 16 program.*® Specifically,
geometry optimizations were firstly performed at the BP86 (ref.
37,%%) /def2-SVP***' level with Grimme's GD3B] dispersion
corrections.*** The solvation effects of the experimentally used
solvents (i.e., acetonitrile in transmetallation (TM) step, and
chloroform in oxidative addition (OA) and reductive elimination
(RE) process) were taken into consideration by using the
Cramer-Truhlar continuum solvation model SMD.**** Subse-
quent frequency calculations were performed to evaluate
enthalpy and entropy corrections at 298.15 K and ensured that
all local minima had only real frequencies while a single
imaginary frequency confirmed the presence of transition
states. Intrinsic reaction coordinate (IRC)* calculations were
also conducted to verify the critical reaction steps involved in
our proposed mechanisms. The energetic results were then
improved by the single-point calculations at the BP86+D3/def2-
TZVPP* level with the solvation effects included. Unless
otherwise stated, the BP86+D3/def2-TZVPP (smd, solvent =
acetonitrile(TM)/ chloroform (OA and RE))//BP86+D3/def2-SVP
(smd, solvent = acetonitrile(TM)/chloroform (OA and RE))
Gibbs free energies (in kcal mol™") are used in the following
discussion, while the electronic energies are also given in the
related figures for reference. The partial charges ¢ and bond
order p of the molecules were obtained at the same level by
using the NBO 7.0 program.”” The figures of noncovalent
interaction analysis were prepared by using VMD** and
Multiwfn.*®

Results and discussions

Inspired by Cornella and coworkers’ study,*® we herein per-
formed a detailed computational mechanistic study on the
target reaction eqn (1) by using the aryl boronic ester 2 and the
fluridizer as well as oxidant 1-fluoro-2,6-dichloropyridinium 4

(1) 1, KF, MeCN, 90°C
(2) 4, CHCl3, 60°C
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Scheme 2 Bismuth catalyzed fluorination of arylboronic esters via
three stages.
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as initial species under the catalytic effects of the bismuth
catalyst 1. As shown in Scheme 2, the reaction course can
divided into three stages: transmetallation with the assistance
of KF activator generates the Bi(m)-aryl intermediate 5, which
was characterized by X-ray crystallography (Stage I), followed by
the oxidative addition process with the oxidant 4 gives the Bi(v)
intermediate IM4A (Stage II), which was experimentally
observed by 'H, "'B, '°F, and ">C nuclear magnetic resonance
(NMR) and high-resolution mass spectrometry (HRMS).*
Finally, IM4A undergoes a reductive elimination step to produce
the aryl fluoride product 3 and regenerate the catalyst 1 for the
next catalytic cycle (Stage III).

Stage I: transmetallation generates the Bi(m)-aryl intermediate
5

As shown in Fig. 1, the direct reaction of arylboronic 2 with the
bismuth catalyst 1 can be easily excluded by the very high
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barrier of 40.5 kcal mol ™! of the transition state TS1B, in which
the B-C rupture and the Bi-C bond formation proceeds
concurrently. Considering KF was used as activator to promote
the transmetallation process in experiment,* we thus consid-
ered the role of KF. With the assistance of one equiv. base KF,
the barrier can be reduced to 33.4 kcal mol™* (ie., IM1C —
TS1C) respect to the former weak complex IM1C, implying the
base KF plays an important role in improving the kinetics
during the reaction course. We also considered the halogen
substitution between KF and catalyst 1 releasing KCI and
intermediate IM1E, but it can be readily prevented for the high
barrier of 30.3 kcal mol ™" (i.e., IM1E — TS1E), which is mainly
due to the strong electronegativity of fluorine resulting in the
reluctant cleavage of the C-F bond during the transmetallation
process. We further considered the use of two and three equiv.
KF (denoted as 2KF and 3KF, respectively) as the mediators, and
the barriers can be further decreased to 27.1 (i.e., IM1ID —
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Fig.1 Computed free energy profiles (in kcal mol™) for Stage I. The electronic energies (in kcal mol™) are given in brackets for reference. Color

code, C: gray, H: white, F: green, K: blue, B: pink.
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Table 1 Free-energy barriers (in kcal mol™) of the five transition states with different equiv. of KF involved in the transmetallation step at the

BP86+D3(BJ)/def2-TZVPP (smd, solvent = acetonitrile) level

KF (equiv) 3 equiv. (TS1A) No KF (TS1B)

1 equiv. (TS1C) 2 equiv. (TS1D) 4 equiv. (TS1F)

AAG* (keal mol ™) 25.4 40.5

TS1D) and 25.4 kcal mol™* (i.e., IMIA — TS1A), respectively.
The key bond distances in the optimized TS1A (see Fig. 1), as
well as the correct vibration mode of the only imaginary
frequency, confirmed the correct transition state. We also
explored the addition of four equiv. KF, yet the barrier of
39.8 kcal mol ! (i.e., IM1F — TS1F) is much higher than that of
TS1A. This suggests the employment of three equiv. KF is more
efficient, which is in good agreement with the experimental
observations.*

To gain insight into the roles of the base KF (see Fig. 1 and
Table 1), we further conducted the interaction region indicator™
analysis of the four important transition states with different
equiv. of KF involved. As comparisons in Fig. 2, there are two
strong m-cation (K') interactions (ie., mw-cation distance is
3.458/3.310 A) help to stabilize the structure of TS1A. However,
there are only one —cation interactions existed in TS1D, only
one t—cation interactions appeared in TS1C, and only few weak
interactions showed in TS1B, which should the origins of the
higher barriers for the transition states TS1D, TS1C and TS1B.

As shown in Fig. 1, the transmetallation process can be
illustrated by the gradually elongated B-C bond distance and
reduced Bi-C bond length, from 1.639, 3.520 A in IM1A, 2.489,
2.570 A in TS1A, and 3.784, 2.306 A in IM2A, respectively. The
formation of IM2A is exergonic by 2.7 keal mol ™" relative to the
initial reactions, implying the thermodynamically feasible
process. The subsequent base and organoboron species release
proceeds by releasing 9.3 kecal mol ™" (i.e., IM2A — 5) giving the
experimentally observed key Bi(m)-aryl intermediate 5, which is
12.0 keal mol " more stable than the initial reactants.

In fact, we also explored different reaction channels, where
the aromatic ring of phenylboric acid 2 attack from above the Bi-
atom of the catalyst 1. As detailed in Fig. S1,T we considered
different reaction courses with or without the assistance of KF,
and also the three equiv. KF involved pathway turned out to be
the most favorable one with a barrier of 22.9 kecal mol " (i.e.,
IM1a — TS1a). It is slightly favorable than that of TS1A (i.e.,

T
Notable repulsion: Steric
effect in ring and cage

Notable attraction:
H-bond, halogen-bond

vdW interaction

Fig.2 Interaction region indicator analysis for TS1A, TS1B, TS1C, TS1D.

© 2022 The Author(s). Published by the Royal Society of Chemistry

33.4 27.1 39.8

25.4 keal mol ™', IM1A — TS1A), which is mainly due to the less
steric hindrance of aromatic ring attacking from above. None-
theless, the formation of the trivalent bismuth intermediate 5 is
thermodynamically 5.5 kcal mol™" more stable than 5, which is
mainly due to the favorable weak interactions between N atom
and the aromatic ring in 5. Under the high reaction temperature
(i.e., 90 °C) and the long reaction time, the intermediate 5’ can
be easily transformed to the thermodynamically more stable
intermediate 5. This also agrees well with experimentally
observed intermediate 5, arising from the high reaction
temperature (i.e., 90 °C) and the long reaction time.

Stage II: oxidative addition with the oxidant 4 gives the Bi(v)-
complex IM4A

Fig. 3 shows the free energy profiles of Stage II together with
some important optimized structures. With the addition of the
1-fluoro-2,6-dichloropyridinium 4, the Bi(mn) intermediate 5 can
be oxidized by 4 result in the pentavalent Bi(v) species, which
was successfully detected in experiment.*® It is worthy of
mentioning that the high-valent Bi(v) is the least unstable one
among the Pnictogens (abbreviated Pn(V)) congeners due to
inert pair effect.”>** However, the weak coordination of the Bi
atom and the lone pair of the S-bound nitrogen herein provide
stabilization for the pentavalent Bi(v) species.

The Bi(v) species normally exhibit two configurations,
triangular bipyramid and tetrahedron. In this study, the tether
ligand of catalyst 1 can control the geometry of high-valent Bi(v)
during the reaction course. We herein considered the oxidative
addition of the Bi(m) intermediate 5 with 4 from different
orientations, which resulted in Bi(v) complexes with different
configurations (see Table S17). As compassions in Table S1, the
complex IM4C, in which the F- and BF,-speices in the cis-
configuration, should be the most thermodynamically stable
one. The extra stabilization of the cis-IM4C arises mainly from
the weak coordination of the -OSNCF;- moiety to the Bi-center,
which provides more electronic density to stabilize the highly
electrophilic Bi(v) center.

As can be seen form Fig. 3, the oxidative addition of the Bi(m)
complex 5 with the oxidant 4 overcome the barrier of
15.5 kcal mol ™ (i.e., 4 + 5 — TS2A), 17.0 keal mol * (i.e., 4 + 5
— TS2E) and 20.7 kcal mol * (i.e., 4 + 5 — TS2D), respectively,
leading to the important Bi(v) intermediate IM4A, IM4E, IM4D
accompany with 2,6-dichloropyridinium release. Comparisons
indicated the black pathway (i.e., 4 + 5 — TS2A) is kinetically
more favorable. The formation of IM4A is highly exergonic by
53.2 keal mol ™! relative to the initial reactant 2 and catalyst 1,
implying the thermodynamically favorable process. This
process can be manifested by the gradually elongated N-F bond
distances, from 1.345 A in IM3A to 1.629 A in TS2A and reduced

RSC Adv, 2022, 12, 24208-24216 | 24211


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d2ra04296g

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

Open Access Article. Published on 25 August 2022. Downloaded on 1/9/2026 1:57:59 AM.

(cc)

View Article Online

RSC Advances Paper
N o
l, L B ﬂ Fac
cI”N 7 p + + F.C
AG FaCoy /O [ Fecl e pgS PG ‘é//rlﬂ 3»'1
[AE] Osgh. T N/ §*
¥ Sg-tr Os9%
kcal/mol |\B© S ¥ S»\\./@ F"""'Bi/O BF44, /@
I~ Bil_ Bi N " Bj
o B ~F TGF | [N SAN RS
BF, Conf6 i Ph // ¢l 1 é{\j\:n
Riry BII:4 \ ClF
[5.3] TS2D TS2C TS2B
TS2A TS2E
/—TSZD\ 55
/ TS2E5.0[-8.2] 9.3
i 4 ) “TS2C/TS2B
S B.5[-12.30, s
A 1;21 VT X
R T\N\ \
2802147 /.7 TMBC N %
ap” 73 Vo
/65 - [122] N\ Y |
,’-.'.511 A\ W x> F-C
iy N Wel” UNT e i
120 7 jaat ik \ 7 % N
118177 — -10.3[26.3] \\ i | \?Tj ) /@
4+5 IM3A \CI” N e kN Pl
‘\‘\ 109 7
Rl N \ \\““\A\) \‘\\‘\ ‘
Q OsZ FaC. © Y F
BF, ‘Sﬁ N = BF, '\
0s W Ay IM4B
ar éBi —H@ S VR 53.2(-55.6] L
® é‘Bi ¢ N - N
cl \T cl b N el \“—IM4E-34.9[-551] Wy
F \ [ 1
! ! \ e IM4B -58.2[-60.6]
IM3A m-SO.S[-()Z.S] \
4 5 \
e [M4C-63.9[-65.8]

TS2A

F3C

Q '{‘ FaCo |
57 Os ’1‘./ C Q\‘é”N
;Bi/O é‘Bi\Ph FI”""Bi/O
F | 3 /_FF g‘
BF, e BF,
IM4E IM4D IM4C

Fig.3 Computed free energy profiles (in kcal mol™) for Stage II. The electronic energies (in kcal mol™) are given in brackets for reference. Color
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F-Bi bond distances from 2.958 A in TS2A to 2.054 A in IM4A,
respectively.

The concerted reaction course has further been verified by
the natural bond orbital (NBO) analysis on the structure of TS2A
and IM4A. As shown in Table 2, the natural charge on Bi atom
increases from 1.464 in TS2A to 2.100 in IM4A, while the natural
charge of the N1 atom changes from —0.170 in TS2A to —0.974
in IM4A. Meanwhile, the Wiberg bond order of Bi-F1 bond
increase from 0.149 in TS2A to 0.561 in IM4A, and the N1-F1
bond decrease from 0.575 in TS2A to 0.010 in IM4A, which

24212 | RSC Adv, 2022, 12, 24208-24216

indicates the Bi-F1 formation and N1-F1 bond cleavage occurs
simultaneously. Meanwhile, considering the possible inter-
conversion of intermediate 5 and 5, we also explored the
oxidative addition of the Bi(m) complex 5" with the oxidant 4,
which crosses a concerted transition state TS2C with a barrier of
17.5 keal mol ™" (i.e., 4 + 5 — TS2C). The geometric and ener-
getic results indicated that the oxidation addition of Bi(m)
intermediate 5 and 5’ is competitive, providing a new insight for
the fluorination reaction.

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Table 2 Wiberg bond order (P) and Natural charge (q) of Bi species
calculated at the BP86+D3(BJ)/def2-TZVPP level with the NBO

program

Bi species

Natural charge g

Wiberg bond orders P

TS3A
18.9[22.0]

View Article Online
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B(OH),
+ KF

TSIARDS
25.4[40.0]

F-B(OH),
+

TS2A IM4A TS2A IM4A
Bi 1.464 2.100 Bi-C1 0.650 0.680
Cl —0.345 —0.351 Bi-N1 0.191 0.084
F1 —0.279 —0.544 Bi-F1 0.149 0.561
F2 —0.548 —0.556 Bi-F2 0.099 0.156
N —0.170 —0.974 N1-F1 0.575 0.010

Stage III: reductive elimination generates the product 3 and
regenerates the active species

Subsequent to the formation of the high-valent Bi(v) interme-
diate (IM4A, IM4B, IM4C, IM4D) in Stage II, the reductive
elimination process can be completed by coupling the indi-
vidual F atom with exocyclic aryl group, which resembles to the
concerted reductive eliminations pathway of the d-block
elements mediated reactions. As shown in Fig. 4, the Bi(v)
intermediate IM4A would be converted into IM4D due to the
steric hindrance between -BF, and -NCF;. Subsequently, the
reductive elimination occurs via the three-membered-ring
transition state TS3C (i.e., IM4D — TS3C) with a barrier of
18.9 keal mol " leading to the intermediate IM5. The C-F bond
formation process can be demonstrated by the gradually
reduced C-F bond distances, from 3.383 A in IM4A to 3.079 A in
IM4D to 2.144 A in TS3C, and 1.353 A in IM5 (see in Fig. S27).
Similarly, further NBO analysis (see Table S2t) on the structure
of TS3A and IM4A illustrated the occurrence of reduction
elimination process. The final active species 7 liberation
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Scheme 3 Complete catalytic cycle of the eqn 1 reaction.

proceed with exergonic by 2.6 kcal mol™* (i.e., IM5 — 7). With
the assistance of KCI released in the Stage I, the species 7 is
converted to the catalyst 1. Similar to the discussions in Stage II,
we also explored the reductive elimination process starting
from the isomer IM4B and IM4D. However, the barriers for the
located three-membered-ring transition states are predicated to
be 19.7 kcal mol " (i.e., IM4B — TS3B), 21.9 kecal mol * (i.e.,
IM4AC — TS3C) respectively, which are kinetically comparable
to than that of 18.9 kcal mol ™" (i.e., IM4D — TS3D). The whole
reaction relative to the initial reactant 2 and catalyst 1 is highly
exoenergic by 102.8 kcal mol *, which can provide enough
thermodynamically driving force to reach the final product.

FiC
F: 3
3 FiGs ¥ [?\ [T
w=N N
()\\ in
F‘:\: i/O é‘[l&l\\ FABI”"Bi/O
\ TS3C TS3D TS3B
‘\ FsCo F3C\N
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S
d o
PhF \ FiCuy
BF, m
BF4 4 o\\s,
S\ -100.2 p
‘\\L,loz 4] -102.8 \
\‘ [-923 \
s -1209
T~ [:109.4]
3 1

Fig. 4 Computed free energy profiles (in kcal mol™?) for Stage Ill. The electronic energies (in kcal mol™) are given in brackets for reference.
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On the basis of the discussions above, we assemble the three
stages together to give the most favorable reaction course for the
eqn (1) reaction. As shown in Scheme 3, transmetallation of the
bridged bismacycle 1 with arylboronic 2 generates the Bi(im)
halobismines 5 (Stage I). The following oxidative addition of 5
with the oxidant [Cl,pyrF|BF, (4) gives the high-valent Bi(v)
complex IM4A (Stage II). The subsequent reductive elimination
will lead to the formation of the final product fluorobenzene 3,
with catalyst 1 regeneration for the next catalytic cycle (Stage
III). As indicated by the geometric and energetic results, each
stage is kinetically and thermodynamically feasible. The trans-
metallation step, with a barrier of 25.4 kcal mol *, should be the
rate-determining step (RDS) during the whole catalysis. The
whole reaction is exergonic by 102.8 kcal mol™*, which can
provide the force to drive the reaction forward to reach the final
product 3.

Rational design of new bismuth catalysts

Our detailed mechanistic study revealed that the trans-
metallation step (i.e., IM1A — TS1A, AAG”™ = 25.4 keal mol ™)
should be the rate-determining step (RDS) during the whole
catalysis for the catalyst 1 mediated eqn 1. On the basis of the
key rate-determining-step, we herein rationally design of several
new catalysts (i.e., 1b-1f in Fig. 5) by employing the good teth-
ered bis-anionic aryl ligands skeletons (X = NCF; or O) with
different substituents R, including the electron-donating group
-OH and the electron-withdrawing group -CF;. On the other
hand, we extended the bismuth center to stibium in the catalyst
1 resulting in the Sb-analogue 1g. The optimized geometries of
these designed catalysts can be found in Fig. S3.}

As shown in Table 3, the employment of the electron-
donating -OH group leads to a higher barrier of
33.6 kcal mol™' compared with that of catalyst 1 (ie.,
25.4 kecal mol™"), while the incorporation the electron-
withdrawing group —CF; in catalyst 1b gives a lower barrier of
24.0 keal mol ™. The situation holds for the catalyst 1d-1f where
the substituent X in the skeleton is O, where the use of electron-
withdrawing group -CF; is more efficient. This is in good
agreement with the latest report of Cornella et al.,** which
demonstrated that the electron-deficient ligand scaffolds with
electron-withdrawing groups can promote the aryl-F reductive
elimination process. Considering antimony as a metal in the
same group is cheaper than bismuth, we extended the rational
design to the corresponding antimony complexes. However, the
replacement of Bi-atom with Sb in the catalyst 1g shows a higher

R=H 1
- 1b
(57 X =NCF; R=OH
O Vid R =CF; 1c
P E =Bi
| ® R=H 1d
E X_O{R=OH le
\ R =CF; 1f
Cl
E=Sb X=NCF, 1g

Fig. 5 Structures of several designed catalysts.
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Table 3 Free energy barriers (in kcal mol™) of the RDS and NBO
charge on the E-center (E = Bi/Sb) for the rational designed catalysts
(ie., 1, 1b-1g)

Catalyst AAG* (IM1 — TS1A) q(E)

1 25.4 1.315
1b 33.6 1.314
1c 24.0 1.345
1d 25.8 1.306
1e 34.4 1.306
1f 24.8 1.337
1g 38.8 1.208

barrier of 38.8 kcal mol !, suggesting the antimony analogue
less efficient than the original catalyst 1.

As discussed in Stage II, NBO analysis is also performed to
characterize the natural charge on the E-center (E = Bi/Sb) in
the designed catalysts. As compared in Table 3, the natural
charges on the Bi/Sb atom is contrariwise relative to the free
energy barriers: the more charge carried, the lower barrier
present. This means the free energy barrier for the RDS will
decrease with the increasing of the natural charge on E-atom,
because the more positive charges of Bi/Sb atom, the easier to
couple with the electron-deficient arylboronic acid 2 and thus
promoting the transmetallation process of the fluorination
reactions. On the basis of the discussions above, our rationally
designed catalysts, such as 1c and 1f, could substantially
improve the efficiency for the fluorination of arylboronic esters,
which will wait for future experiment verification.

Conclusions

In summary, density functional theory calculations were per-
formed to elucidate the detailed reaction mechanism of the
fluorination of arylboronic esters enabled by bismuth redox
catalysis. Our study reveals that the reaction proceeds via the
flowing mechanism: (i) the catalyst 1 reacts with phenylboric
acid 2 to generate the Bi(m) intermediate 5 with the assistance of
base KF. It should be emphasized that KF plays important role
in stabilizing the transition state TS1A, which mainly due to the
favorable rt—cation interactions and the weak coordination of F
to phenylboric acid in TS1A. (ii) The subsequent addition of the
oxidant 1-fluoro-2,6-dichloropyridinium 4 leads to the forma-
tion of the Bi(v) intermediate IM4A. (iii) IM4A then undergoes
reduction elimination process generates the final product flu-
orobenzene 3 and regenerates the catalyst 1 for the next catalytic
cycle. Each stage is kinetically and thermodynamically feasible,
and the transmetallation step with a barrier of 25.4 kcal mol ™!
in Stage I is predicted to be the rate-determining step (RDS)
during the whole catalysis. On the basis of the mechanistic
study, we further rationally designed several new catalysts (i.e.,
1b-1g), and catalyst 1c and 1f have great potential to improve
the efficiency for the target fluorination reactions. Our detailed
computational study and further rational catalyst design could
provide insight to target reaction, which is helpful for the
further development of new P-block elements mediated
fluorinations.

© 2022 The Author(s). Published by the Royal Society of Chemistry
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