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ABSTRACT: The fluoride-ion-catalyzed synthesis of benzobis- et e
benzofuran derivatives is described. Fluorine-containing aryl silyl Sy N e
ethers were reacted with S mol % of Bu,NF to give desired ( N °
compounds in high yield under mild conditions. Syn-selective Fluoride kon-catahped reaction. | [ 3R
cyclization reaction was discovered for a particular compound as a R Me"] "Me : °
kinetic product. Computational analysis revealed that the fluorine . *@-sivte,(B)
substituents in the anti-type benzobisbenzofurans affect the order v Deprotection and SyAr in one step o_ 0
. v Transition-metal-free reaction

of the molecular orbitals. O VTRl G O 4 -|-\ O

v Strong Si-F bond formation R
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‘Bu
C onjugated ladder polymers are of significant interest for molecules is the shortest motif of the ladder-type conjugated

their application in organic electronics due to their polybenzofurans.
outstanding thermal and chemical stability and efficient charge Several approaches to construct dibenzofuran skeletons have
carrier mobility, arising from their planar structure in the main been reported (Figure 2). Intramolecular C—C coupling
chain." Many conjugated ladder polymers have been
synthesized via a postpolymerization cyclization reaction called C-Cooupling O-arylation
ladderization.” Heteroatoms are often incorporated into the ) ’
conjugated backbones due to the expectation for high CE @
performances and the synthetic requirements.” Significant o w
) . [Pd] (X=H, NZBF4 \ K [Pd] (X = CI,82 HEb0)
efforts have been devoted to sulfur- and nitrogen-incorporated OTs,5 OMs,59 %) L » o - J [Cu] (X = 520
conjugated ladder polymers, whereas oxygen-incorporated [RN] (X = COCH?) ;
systems, such as ladder-type polybenzofurans (Figure 1), are [Aal (X= BRI SNV T&C%m
SnAr with phenol derivative
0O, im O, (0] D . F dMe , F O
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This work: Fluoride-ion-catalyzed SyAr - Deprotection and SyAr in one step

Figure 1. Structures of ladder-type polybenzofurans.

S\R3 * Fluoride ion as a catalyst

. e O , N - No metal catalysts
! ’ ®cat - Volatile F-SiR3 as a byproduct
. . . -- O Q O - Strong F-Si bond formation
much less studied, presumably due to the lack of ladderization / P - SiRy group increases the solubility

strategy. Still, the oxygen-incorporated conjugated ladder i of a precursor
polymers attract a high level of interest based on the studies
of the small molecular analogous compounds.”

In this Letter, we propose a fluoride-ion-catalyzed
nucleophilic aromatic substitution reaction (SyAr) for Received: February 10, 2020
ladderization, envisioning its future use in the postpolymeriza-
tion ladderization. Benzobisbenzofurans, which have two
dibenzofuran units with one shared benzene ring (ie, n = 1
in Figure 1), are chosen as a model motif because this class of

Figure 2. Concept of this work.
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Table 1. Fluoride-Ion-Catalyzed Formation of Benzobisbenzofuran Derivatives 2a—e

BusN(F) (5 mol%)

A

Me $i

'Bu

Me

entry” substrate solvent temperature (°C) time (h) product yield (%)°
1 la DMF 80 2 2a quant.
2 1b DMF 110 2 2b 96
3 1c NMP 200 4 2c 80
4 1d DMF 90 3 2d quant.
S le DMF 100 3 2e 98
6 1f NMP 200 S 2c 86

“Substrates (1a, 1d—f: 95 ymol, 1b: 64 umol, 1c: 19 ymol) were reacted in solvents in the presence of Bu,NF (S mol %) under an Ar atmosphere.
YDMF: N,N-dimethylformamide, NMP: N-methylpyrrolidone. “Isolated yields.

concomitant with Cy—H activation from diaryl ethers is
widely reported with the aid of transition-metal catalysts such
as Pd,° Rh,® and Ag.7 Another approach is an intramolecular
O-arylation of 2-arylphenol based on the intramolecular
etherification via C—H activation in the presence of Pd® and
Cu’ catalysts. The third approach is the SyAr reaction. SyAr is
useful to introduce various functional groups by reacting with
nucleophiles without the use of any transition-metal catalysts.
Nakano et al. reported the intramolecular SyAr reaction of 2-
(o-fluoroaryl)phenol derivatives in the presence of inorganic
bases under high-temperature conditions."’

Our strategy is a one-step approach to construct a
dibenzofuran motif from fluorine-containing aryl silyl ethers
by using a catalytic amount of external fluoride ions (Figure 2).
Such a fluoride-ion-catalyzed SyAr reaction is recently gaining
renewed attention in organic'' and polymer'” synthesis due to
the transition-metal-free nature of the reaction. The reaction
proceeds under mild conditions due to the energetic advantage
of strong Si—F bond formation. A silyl ether precursor is
employed for the reaction instead of phenol derivatives, and
thus the solubility of the precursor in common organic solvents
is improved, especially in comparison with the corresponding
phenol derivatives. Besides that, only volatile trialkylsilyl-
fluoride is generated as a byproduct, and thus contamination of
the end product by residual metals is avoided. Such impurities
can be problematic, especially in the production of the
polymeric materials.

The synthetic procedures for precursors la—c and 1d—f are
described in the Supporting Information. la—c were
synthesized from 2,5-dibromohydroquinone in five steps
(Scheme S1). Because the borylation reaction did not proceed
with silyl-protected 2,5-dibromohydroquinone under any
conditions attempted, we employed a route to protect 2,5-
dibromohydroquinone first with a methoxymethyl (MOM)

group. MOM protection yielded 82% of the product.
Subsequently, the bromo group was replaced with boronic
acid pinacol ester, followed by deprotection of the MOM
group with hydrochloric acid, and then protected again with a
tert-butyldimethylsilyl (TBS) group, giving a total yield of 22%
for three steps. By performing Suzuki—Miyaura coupling with
bromopentafluorobenzene, precursors la—c were obtained in
63—87% yield. 1d—f were synthesized from 2-hydroxyphe-
nylboronic acid pinacol ester in two steps (Scheme S2). 2-
Hydroxyphenylboronic acid pinacol ester was protected by the
TBS group to give the products in 90% yield. Then, 1d—f were
obtained in 82—94% yield by Suzuki—Miyaura coupling with
1,4-dibromotetrafluorobenzene.

Precursors la—f were reacted with 5 mol % Bu,NF at an
elevated temperature under an argon atmosphere. Desired
ring-fused compounds 2a—e were obtained in >80% yield
(Table 1). The reaction with 1a, which has five fluorine atoms,
completed in 2 h at 80 °C, whereas 1b bearing four fluorine
atoms required 2 h under 110 °C, and 1c reacted completely in
4 h at 200 °C. This result was attributed to the decreasing
electron density of the aromatic ring as the number of fluorines
increases, and the phenoxide ion is more likely to attack the
aromatic ring. 1d—f reacted to give the cyclized product at 90,
100, and 200 °C, respectively. It is noteworthy that the
temperature for the reaction of le is much lower (100 °C for 3
h) than that of 2-(o-fluoroaryl)phenol derivative in the
presence of K,CO; (165 °C for 18 h), where analogous
products are obtained (Figure S1). This result indicates that
our strategy can offer mild conditions for the SyAr-based
construction of the benzofuran motif.

Cyclization with 1d was anticipated to give two isomers, syn-
isomer 2d and anti-isomer 2d’. However, the reaction with 1d
completed in 3 h under 90 °C to give one isomer exclusively.
The *C{H} NMR spectrum of the isolated product showed a
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double doublet peak at 141 ppm with coupling constants of
247.5 and 15.8 Hz, indicating one-bond and two-bond
couplings with fluorine atoms, respectively."> These data
strongly suggest the formation of syn-isomer 2d. Single-crystal
X-ray structure analysis was also performed for the product to
confirm the formation of 2d (Figure S2). 2d showed a planar
structure with a herringbone packing. The minimum face-to-
face distance was 3.35 A, whereas that of nonfluorinated
analogue 2e was 3.49 A (Figure S3).14 This result suggests a
stronger 77— interaction in 2d than 2e, presumably due to the
intermolecular interaction of the donor unit and the acceptor
unit in the crystalline structure of 2d."> Multiple hydrogen
bonds between F—H and O—H were also confirmed in the
crystal structure of 2d. These interactions are also reflected in
the melting point of this molecule. The melting point of 2d
was 280 °C, whereas the melting point of 2e was 185 °C. All of
these results suggest the significant effect of the introduction of
fluorine atoms in the conjugated backbone.

The reaction conditions required for le and 1f were
surprisingly different, although the number of fluorine atoms in
the central aromatic rings was equally two. The reaction with
le, where two fluorine atoms locate at the ortho position,
smoothly proceeded at 100 °C to give syn-product 2e. On the
contrary, the reaction of 1f, where two fluorine atoms locate at
the para position to give anti-product 2c, required 200 °C for
the completion. The difference in the reaction conditions
observed here seems to stem from the comparable reason for
the exclusive production of syn-product 2d from 1d.

To gain more insight into the selectivity of the reaction of
1d, computational simulations were performed with density
functional theory (DFT). Calculations were performed at the
B3LYP or wB97XD level of theory. Optimizations and single-
point calculations were performed on 2d and 2d’ as well as the
one-sided fused products of 1d. The corresponding Meisen-
heimer intermediates and transition states were also success-
fully simulated. The rate-determining step in common SyAr
reactions is the nucleophilic attack, whereas the elimination
step is much faster.'® Therefore, the transition states for the
elimination step are not discussed. The energy diagrams of
these products are shown in Figures S4—S6. There was only a
slight difference in the energies of the end products 2d and 2d’
(<0.20 kcal/mol). The charge density of the carbon atom
connected to the fluorine atom in the one-sided cyclized
product was found to be affected by the geometry, although
the charge differences between C,,,, and C,,, were quite small
in any case (Figures $4 and SS). Thus the exclusive production
of syn-type 2d is not attributed to these factors. The transition
state to give syn-type was 1.1 to 1.5 kcal/mol more stable than
that of anti-type (Figures S6 and S7). This trend was also
confirmed when a single-point calculation was performed with
the BALYP-D3 level of theory using the 6-311G+(2df,2p) basis
set including the solvent effect (Figure S8). From these
calculations, it was concluded that 2d was obtained as a kinetic
product. This result also explains the reason for the milder
reaction condition required for le than that for 1f, where the
kinetic barrier for 1e was probably smaller than that for 1f. The
cyclization of 1d at a high temperature (200 °C) in NMP
solely afforded 2d due to the irreversibility of the reaction
(Scheme S3).

The plausible mechanism of this reaction is shown in Figure
3. First, the fluoride ion derived from Bu,NF deprotects the
silyl ether to generate a phenoxide ion. The phenoxide ion
causes an intramolecular nucleophilic attack on the fluorinated

2a-e ‘Bu

N ' taf
Defluorination (P Deprotection
Me//Si\Me
Bu
i Stable, volatile o i

byproduct

Meisenheimer \/ '

I
complex Intramolecular SyAr

Figure 3. Plausible reaction mechanism.

aromatic ring to form a Meisenheimer complex, followed by
the elimination of the fluoride ion. Because the fluoride ion is
regenerated upon the reaction, this reaction proceeds with a
catalytic amount of fluoride ions (Figure 3).

UV—vis absorption and fluorescence (FL) measurements
and cyclic voltammetry (CV) measurements were performed
for product 2a—e. The absorption and FL spectra showed
mirror images, suggesting the structural rigidity of these
molecules (Figure 4 and Table S2). The largest absorption
peaks of 2a—c appeared at 312, 311, and 329 nm, respectively,
indicating that the introduction of fluorine atoms causes the
blue shift of 4,,,, in anti-type molecules. Absorption spectra of
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Figure 4. Absorption (solid line) and FL (dashed line) spectra of 2a—
e. Black arrows indicate the excitation wavelength for the FL
measurement.

https://dx.doi.org/10.1021/acs.orglett.0c00531
Org. Lett. XXXX, XXX, XXX—XXX


http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.0c00531/suppl_file/ol0c00531_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.0c00531/suppl_file/ol0c00531_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.0c00531/suppl_file/ol0c00531_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.0c00531/suppl_file/ol0c00531_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.0c00531/suppl_file/ol0c00531_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.0c00531/suppl_file/ol0c00531_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.0c00531/suppl_file/ol0c00531_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.0c00531/suppl_file/ol0c00531_si_001.pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.0c00531?fig=fig3&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.0c00531?fig=fig3&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.0c00531?fig=fig3&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.0c00531?fig=fig3&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.0c00531?fig=fig4&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.0c00531?fig=fig4&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.0c00531?fig=fig4&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.0c00531?fig=fig4&ref=pdf
pubs.acs.org/OrgLett?ref=pdf
https://dx.doi.org/10.1021/acs.orglett.0c00531?ref=pdf

Organic Letters

pubs.acs.org/OrgLett

-1

’:... .,_] ’:o.o.’

Unoccupied orbitals T

Energy level [eV]
§
)

X
~\

R
o‘ eo

Occupied orbitals |

3 "‘% 'l“\‘1 r;“\v \" 7&21
K S 1 . Q0. 29 ' —
Sy | M ot | 'Mv s
= —= — ‘—_I —
2a 2b 2¢ 2e Dibenzola, hjanthracene Picene

Figure S. Orbital energy levels around the frontier orbital of 2a—e, dibenzo[a,h]anthracene, and picene simulated at the B3LYP/6-31G(d) level
theory. MOs of the HOMO—1, HOMO, and LUMO are described (iso value = 0.02).

2a—c showed characteristic peaks in the 340—350 nm region.
Similar transitions have also been reported for the anti-type
benzobisbenzothiophenes.'” For syn-type molecules, A, of
2d,e was 316 and 317 nm, respectively. Because the Stokes
shifts for 2c—e were small, FL spectra were collected under the
excitation at 314, 300, and 303 nm for 2c—e, respectively,
instead of exciting with the wavelength of the largest
absorption. The normalized FL spectra were identical under
different excitation wavelengths (Figure S9). Anti-type
compounds 2a—c showed higher internal quantum efficiency
(¢ = 0.57 to 0.64) compared with syn-type 2d,e (¢r = 0.25 to
0.44) (Table S2). This is probably because the anti-type
molecules show less self-absorption than syn molecules. The
electrochemical properties were evaluated by CV measurement
(Figure S12). All compounds 2a—e showed irreversible redox
behavior in 0.1 M Bu,NPF,/CH,ClL,.

To better understand the electronic structure of 2a—e,
molecular orbitals (MOs) of these compounds were simulated
with DFT calculation at the B3LYP/6-31G(d) level of theory.
Isoelectronic compounds, dibenzo[a,h]anthracene and picene,
were also simulated for comparison. Previously, it was reported
that the HOMOs of benzo[2,1-b:3,4-b’]dithiophene deriva-
tives corresponded to that of picene, whereas its oxygen
analogue showed a different shape in the HOMO, suggesting
that the elements incorporated at the bridging position
significantly affect its MOs.'® Among the compounds prepared
in this study, we found that the HOMO of anti-product 2a,c or
syn-product 2d,e resembled the HOMO-1 of dibenzo[a,h]-
anthracene or picene, respectively. Accordingly, the HOMO—1
of 2a,c and 2d,e corresponds to the HOMOs of dibenzo-
[a,h]anthracene and picene, respectively (Figure S, high-
lighted). On the contrary, 2b showed exceptional order in
MOs. The HOMO of 2b corresponds to those of dibenzo-
[a,h]anthracene, whereas the HOMO—1 showed the shape of
the HOMO-1 of dibenzo[a,h]anthracene. This result suggests
that the substituents in the aromatic ring can alter the MOs in
this type of molecule. This tendency was also confirmed when
the simulation was performed with the B3LYP-D3/def2TZVP
level of theory (Figure S13).

TD-DFT analysis was performed for anti-type molecules
2a—c at the B3LYP/6-311G+(2df2p) level of theory. 2a—c
showed two transitions in the 300—350 nm region (Figures
S14—16, Table S4). Although the simulated transitions were

blue-shifted compared with the experimental data, TD-DFT
well simulated each transition observed in the experimental
spectra. The TD-DFT simulation revealed that transitions at
the lowest energy region arise from the significant contribution
of highlighted occupied orbitals (see Figure S) to the LUMO
(Table S4).

In conclusion, we have successfully synthesized various
benzobisbenzofuran derivatives by using an intramolecular
SNAr reaction with fluoride ions as a catalyst under mild
conditions. This system has features such as a high yield, no
use of a transition-metal catalyst, and high solubility of the
precursor derived from the silyl group, which are ideal for the
postpolymerization ladderization to address the variety of
ladder-type conjugated polymers.
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