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The kinetics of the reaction of 4-methoxythiophenoxyacetaldehyde diethyl acetal, 4-nitrothiophenoxyacetaldehyde
diethyl acetal, and 3-methoxythiophenoxyacetaldehyde diethyl acetal in polyphosphoric acid has been explained. The kinetic
behavior has been explained on the basis of aided simulation and on the basis of density functional theory calculations
showing a different pathway for 4-nitrothiophenoxyacetaldehyde diethyl acetal and for 4-methoxythiophenoxyacetaldehyde
diethyl acetal. In this last case, a very fast competing reaction to the dimerization product was observed.
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Introduction

Heteroarenes are widely known in many fields of organic
chemistry; in particular, medicinal chemistry is intimately
associated with heterocyclic compounds and most known
chemicals used in medicine are based on heterocyclic
frameworks [1].

There are two main sources of heteroarenes: they are
abundance in nature, often in complex form; and they can
also be prepared in research laboratories by different syn-
thetic approaches. Here, we focus on the benzothiophene
(Fig. 1) nucleus that shows a wide spectrum of biological
activities [2] as well as useful properties in material
science [3]. Thus, the development of efficient and selec-
tive methodologies for the construction of diversely func-
tionalized benzothiophenes is of considerable importance
in organic chemistry.

A large number of methods to synthesize heterocycles
containing benzothiophene ring have been reported in
recent years [4], most of which involve the cyclization of
benzenethiol derivatives. However, facile and versatile
methods to access multisubstituted benzothiophenes are
still limited. Furthermore, catalytic cyclization approaches
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Fig. 1. Benzothiophene derivatives.

using transition metals for the construction of the ben-
zothiophene skeleton, which would provide a more effi-
cient and practical route, are extremely rare in literature,
presumably due to catalyst poisoning by sulfur. Only few
recent reports are known [5] and the described methodol-
ogy is not applicable to the synthesis of all the substituted
benzothiophenes.

Moreover, mechanistic aspects in heterocyclic ring for-
mation are still of large interest in scientific community.
In this paper, we will discuss synthetic and mechanistic
aspects, in particular, about the 5-substituted benzothio-
phene due to its importance for many biological active
compounds, for example, raloxifene [6] (Fig. 2) which is
an oral selective estrogen receptor modulator that has
estrogenic actions on bone and antiestrogenic actions on
the uterus and breast.

Furthermore, it is important to analyze the reaction
from a kinetic point of view with the aim to predict its
possible applicability on a large scale.

Fig. 2. Raloxifene.
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Scheme 1. Synthesis of 5-substituted benzothiophenes.
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Results and Discussion

Synthetic Aspects/Studies

In our long research in heterocyclic chemistry [7], we are
interested in obtaining 4- and S-substituted heteroarenes
as suitable precursors for compounds active either against
HIV protease [4] or against BACE-1 in Alzheimer disease
[2b]. Furthermore, 4- and S-aminobenzothiophenes, and
4- and 5-hydroxybenzothiophenes have been revealed as
the most useful compounds in medicinal chemistry, but
their synthesis has still a discussed approach: actually,
cyclization starting from a suitable benzenethiol repre-
sents the best methodology, even if the total chemical
yields appear unsatisfactory.

In particular, we recently reported the application of
Smiles rearrangement for the synthesis of 4-aminoben-
zothiophene [8], starting from the 4-hydroxy precursor
easily obtained as just known [9]. With the aim to obtain
5-hydroxy- and 5-aminobenzo[b]thiophene by Smiles rear-
rangement, we first prepared 5-methoxybenzothiophene;
but during these studies, we noted a particular trend of
the reaction.

The used synthetic approach to prepare 5-substituted
benzo[b]thiophenes is based on a classical methodology
[10], and it is still widely applied [11], consists of two
steps as shown in Scheme 1.

In the first step, the nucleophilic substitution product
(2a or 2b) is obtained starting from the p-substituted ben-
zenethiol (commercial and cheap) and bromoacetalde-
hyde diethyl acetal under basic conditions.

This step proceeds with an excellent yield without
any formation of byproducts (2a 86% yield; 2b 99%
yield), but the second step represents an important
downfall of yields; in fact, we obtained only 48% for 3a
and 35% for 3b, respectively. This reaction consists of a
cyclization and aromatization process, typically con-
ducted with polyphosphoric acid in toluene, as well-
known in literature just from 1935 [10]. During our
attempts to obtain 3a, we detected the formation of dif-
ferent intermediate species including non-aromatic com-
pounds (4a and 5a, see Fig. 3) and a disulfide (6, see
Fig. 3) along with the desired 5-methoxybenzothiophene,
so we began to understand a possible mechanism and
decided to explore the potential electronic effect of the
substituent group (MeO-, -NO,). It is noteworthy that
all the discussed intermediates were not isolated, in par-
ticular, for the compounds 4a and S5a reported in Fig. 3,
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Fig. 3. Structures of intermediates and disulfide in the synthesis of
5-methoxybenzothiophene.

it has not been possible to assign one of the two pro-
posed structures (it is assumed that it can be either one
or the other).

We operated with 4-methoxybenzenthiol and decided
to monitor the reaction by the GC/MS analysis (the visi-
ble species are reported in Fig. 2) with a sequence of
sampling in a period of about 2 h, with the aim to under-
stand the pathway; the obtained data are reported in
Fig. 4.

The same protocol was repeated to prepare 5-nitro-
benzothiophene 3b which is a known compound synthe-
sized by different methodologies; in particular, it was
easily obtained by ring-opening/ring-closing procedure
described in several papers by Dell’Erba et al. [12].

Also in this case, the reaction was followed by GC/
MS with a sequence of sampling at regular time intervals
in a period of about 4 h; the results are reported in
Fig. 5.

From the MS data, it is possible to emphasize the for-
mation of four main compounds and the evolution
appears clear; compound 2b rapidly decreases to trans-
form first to compound 4b with m/z 225 and subsequently
to compound 5b with m/z 197 (Fig. 6). At this moment,
two routes are possible and the kinetic studies confirm
that these are in competition; one gives the desired 3b,
while the second gives compound 7 with m/z 271.")

’) As regards intermediate 7, despite having the same m/z of compound 2b, its
fragmentation and retention time are different.
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Fig. 4. Kinetics of the reaction 2a — 3a.
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Figure 5. Kinetics of the reaction 2b — 3b.

Also in this case, with regard to intermediates 4b
and 5b, in Fig. 6 we reported the two possible struc-
tures.

Furthermore, we also examined the behavior of the
reaction in the synthesis of 4-methoxybenzothiophene?)

*) The synthesis of 4-methoxybenzothiophene in good yield is well-known (as
reported in: L. F. Fieser, R. G. Kennelly, J. Am. Chem. Soc. 1935, 57,
1611 - 1616; R. P. Napier, H. A. Kaufman, P. R. Driscoll, L. A. Glick, C.
Chu, H. M. Foster, J. Heterocycl. Chem. 1970, 7, 393 — 394; A. Bekaert O.
Provot, O. Rasolojaona, M. Alami, J. -D. Brion, Tetrahedron Lett. 2005, 46,
4187 — 4191; D. T. Drewry, R. M. Scrowston, J. Chem. Soc. C 1969,
2750 — 2754; P. Dall, J. V. Johnson, C. E. Cook, J. Org. Chem. 1979, 44,
1421 — 1424).

although it is clear that, in this case, two cyclization
products, 4- and 6-methoxybenzothiophene (3¢, 4c)
starting from 3-methoxybenzenethiol 1e¢, (Scheme 2)
were possible. Our idea was that, in this case, the disul-
fide will be not present because the substituent on ben-
zenethiol precursor was in meta-position.

The reaction with the yields and the GC/MS data are
reported in Scheme 2 and Fig. 7: it appears immediately
that the absence of the disulfide byproduct confirming the
hypothesis of a relevant electronic effect on the course of
cyclization; no other intermediates were visible to GC/
MS.
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Fig. 6. Structures of the intermediates in the synthesis of 5-nitroben-
zothiophene.

Kinetic Studies

To test our hypotheses on the mechanism, we performed
some calculations on the kinetic results.

Although the above system can be solved analytically,
we preferred to carry out a numerical integration with
Wolfram Mathematica 9 [13] in order to take advantage

of the remarkable arithmetic and graphics capabilities of
this software.

The model equation has been coded in the Mathemat-
ica language and the solution was obtained by the
NDSolve numerical integrator of ordinary differential
equation. The code was performed in order to obtain a
graphical output. The values of the constant k; ... ks are
continuously varied, in a suitable range, using the Manipu-
late dynamic function of the Mathematica notebook: five
sliders are defined, one for each constant, to set the numer-
ical values of the k’s and to see in real time the correspond-
ing integral curves superimposed to the experimental data:
an example of the output window is reported in Fig. 8.

With regard to the synthesis of 5-methoxybenzothio-
phene (3a), we have considered a kinetic model with the
branched-chain mechanism, ie., a first-order linear
sequence:

A—-B—-C—-D

followed by a second-order dimerization side reaction:
2C—E

where A, B ... E stand for the compounds whose m/z
values are 256 (2a), 210 (4a), 182 (5a), 164 (3a), and 278
(6), respectively.

Scheme 2. Synthesis of 3¢ and 4c.
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Fig. 7. Kinetics of the reaction 2¢ — 3¢ + 4c.
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Fig. 8. A screenshot of the Mathematica notebook with the experi-
mental (dots) and calculated (solid) kinetics.

The time evolution of the model can be represented
by the following system of nonlinear first-order differen-
tial equations:

A =—kA

B =k A— kB

C = kB — k3C — ks C?
D' = k;C

E' = k,C?

where A’, B'... E’ are the time derivatives of the molar

concentration of the corresponding species A, B... E, and
ki... k4 are the kinetic constants of the 1st... 4th reaction
of the chain.

The initial concentration at ¢t = 0 were 0.092m for A and
zero for the remaining species, in agreement with the
experimental setup. The computer simulation of the model
was carried out with the Mathematica software, and the
kinetic constants were optimized accordingly. The obtained
values were the following: k; = 9.53 x 10~%s, kr = 1.38 x
1073/s, k3 = 7.83 x 10~s, and kg = 2.77 x 10 /M s.

Helv. Chim. Acta 2016, 99, 384 — 392

In the synthesis of S-nitrobenzothiophene (3b), we
used a kinetic model where the irreversible consecutive
first-order chemical reactions involving four species are
considered:

A—-B—-C—D
followed by a side reaction:
B—E

where A ... E stand for the compounds whose m/z
values are 271 (2b), 225 (4b), 197 (5b), 179 (3b), and 271
(7a), respectively.

The time evolution of the model can be represented
by the following system of ordinary differential equations:

A = kA
B = kiA — k;B — k4B
C = kB — k;C
D' = k;C
E = kB
where A’ ... E’ are the time derivatives of the molar
concentration of the corresponding species A ... E, and
ky ... ks are the kinetic constants of the 1st ... 4th reac-

tion of the chain.

Starting from the initial concentration of A at t =10
(in our case 0.1050m), the solution of the system gives the
evolution of the concentration of the six chemical species
as a function of time. Our problem is to match the theo-
retical values with the experimental ones in order to get
the best fit for the kinetic constants.

The kinetic constants are then optimized by changing the
parameters until the computed curves match the data points.
The best fit is obtained by visual inspection. The obtained
kinetic constants were k; = 1.01 x 107, k, = 1.75 x 107%
s, k3 =70 x 107%s, and ky = 2.5 x 1077/s.

The order of magnitude of the results has been con-
firmed by a Monte Carlo optimization of the kinetic con-
stants. We tried up to a million of different random
values for the rate constants, and we have minimized the
sum of the squared differences between the experimental
concentrations and those estimated by the model. The
results, calculated by Mathematica Wolfram, show a rea-
sonable agreement with the values previously obtained.

Mechanistic Studies/Aspects

On the basis of kinetic results, the following mechanism
can be proposed (Scheme 3). The proposed mechanism

Scheme 3. Proposed reaction mechanism.
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Fig. 9. Relative energy of some intermediates and transition states in the reaction 2a — 3a. In the brackets, the negative frequency in the calcu-
lated infrared spectra.

consists of an electrophilic aromatic substitution induced
by the electrophiles (8a — b), followed by an aromatiza-
tion step due to the loss of EtOH.

To test this mechanism, we performed some density
functional theory (DFT) calculations at B3LYP/6-
311G++(2d,p) level on Gaussian 09 [14]. Starting from
the protonated form of compound 2a, it can lose EtOH
to give 8a (Scheme 3). The following step is an elec-
trophilic aromatic substitution reaction with activation
energy of 16.1 kcal/mol to give the transition state ST2
and, then, the cyclized product (Fig. 9). It is noteworthy
that 8a can undergo an elimination reaction to give ethyl
vinyl ether and the thiol. In this case, the reaction
occurred with a transition state (ST3) with energy of
38.9 kcal/mol. This is in agreement with the observed
kinetic behavior.
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Electrophilic aromatic substitution occurred on a sub-
strate where the thioether function directs the reaction on
the ortho-positions. These positions are in meta consider-
ing the MeO group. The substituents did not direct the
reaction in the same position. On the contrary, when the
reaction is performed on 2b, the activating thioether and
the deactivating nitro group directed the reaction on the
same positions on the aromatic ring. In this case, the cal-
culated transition state was 14.2 kcal/mol in agreement
with the higher reactivity of this substrate in comparison
with 2a.

In this case, a description of the reactivity on the basis
of the interaction between HOMO and LUMO of the
reagents is not sufficient to describe the system. In
Fig. 10, we reported the HOMO and LUMO of 8a and
8b. The HOMO is mainly localized in the aromatic part
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Fig. 10. HOMO and LUMO in 8a (left) and 8b (right).

© 2016 Verlag Helvetica Chimica Acta AG, Zirich

www.helv.wiley.com



390 Helv. Chim. Acta 2016, 99, 384 — 392

of the molecule, while the LUMO is mainly localized on
the cationic side chain. The energy difference between
HOMO and LUMO increased in 8b in contrast with the
experimental results. We can suppose, in this case, that
the role of polar component in Klopman—Salem equa-
tion [15] is relevant if compared with the role of frontier
orbitals.

Conclusions

The reaction of 4-methoxythiophenoxyacetaldehyde
diethyl acetal, 4-nitrothiophenoxyacetaldehyde diethyl
acetal, and 3-methoxythiophenoxyacetaldehyde diethyl

acetal in polyphosphoric acid showed a complex kinetic
behavior. Both computer-aided kinetic simulation and
DFT calculations allowed to explain the observed behav-
ior. In particular, the electronic effect of the substituent
groups seems crucial in directing the cyclization and
aromatization step. As suggested by the analysis of the
experimental data and as confirmed by calculations,
methoxy-substituted and nitro-substituted derivatives fol-
low different reaction paths which are directed by acti-
vating/deactivating nature of these groups and their
relative position to the thioether function in the interme-
diates 8a and 8b. Moreover, these effects influence the
conversion of the intermediates into the final main
products, i.e., the disulfide 6 starting from 4-methoxy-
thiophenoxyacetaldehyde diethyl acetal and S-nitroben-
zothiophene 3b, starting from 4-nitrothiophenoxyacetald-
ehyde diethyl acetal.

In 3-methoxythiophenoxyacetaldehyde diethyl acetal,
disulfide formation is not observed confirming the impor-
tance of substituent position relative to the intermediate:
in this case, in fact, the thioether function and the MeO
group lead the reaction in the same direction (on the
ortho-para positions with prevalence of 4¢ product forma-
tion).

In summary, in this work, starting from the experi-
mental kinetic data in agreement with computer simula-
tions and DFT calculations, a hypothesis about the
mechanism in the synthesis of S-substituted benzothio-
phenes from the corresponding thiophenoxyacetaldehyde
diethyl acetals has been formulated.

In particular, in 4-nitrothiophenoxyacetaldehyde
diethyl acetal, the rate determining step was
k, = 1.75 x 10™%/s, corresponding to an electrophilic reac-
tion. In the case of 4-methoxythiophenoxyacetaldehyde
diethyl acetal, the rate determining step was
ks =17.83 x 107%s, corresponding to the same type of
reaction. Furthermore, in this work for the first time, the
application of the Wolfram Mathematica 9 to the kinetic
parameters estimation of a complex chemical system is
described.

We gratefully acknowledge the University of Basilicata
for their financial support.

Experimental Part

General

CH,Cl, was dried by distillation over anh. CaCl, in an
inert atmosphere; Et,O and THF were dried using Na/
benzophenone. Dry DMF, toluene, and chlorobenzene
were commercially available. Thin-layer chromatography
(TLC) was carried out on precoated silica gel 60 plates
(0.2 mm thickness) with the indicated solvents, and the
plates were scanned under ultraviolet light at 254 and
365 nm. Column chromatography was carried out on Mer-
ck (Darmstadt, Gemany) silica gel 60 (70 — 230 mesh
ASTM). Petroleum ether (PE) refers to the boiling range
40 — 60°. When a solvent gradient was used, the increase
in polarity was done gradually from PE to mixtures of
Et,;O/PE or AcOEt/PE. All the intermediates were not
isolated but exclusively analyzed by GC/MS so their char-
acterization is not reported. M.p.: Mell-Temp-1I apparatus
(Sigma-Aldrich. Milan, Italy); uncorrected. '"H- and *C-
NMR spectra: Varian INOVA 400 and 500 MHz instru-
ments (Palo Alto, California, USA), in CDCl; soln. at
room temperature with TMS as an internal reference; the
chemical shifts are reported in ppm of TMS in 0 units,
and the J values are given in Hertz (Hz). MS: Hewlett—
Packard GC/MS 6890-5973 (Agilent, Santa Clara, Califor-
nia, USA).
1-[(2,2-Diethoxyethyl)sulfanyl]-4-methoxybenzene (2a). In
a reaction flask, in an inert atmosphere, commercial 4-
methoxybenzenethiol (1a) (2.31 g, 16.5 mmol) was dis-
solved in anhydrous DMF, then potassium carbonate
(5.01 g, 36.3 mmol) and bromoacetaldehyde diethyl acetal
(= 2-bromo-1,1-diethoxyethane; 3.4 ml, 19.8 mmol) were
added and the mixture was brought to reflux (153°). Dur-
ing the heating phase, the following color changes were
observed: the mixture turned from milky white to pale
yellow; and after 6 h of reflux, when the reaction was
stopped, the mixture appeared brown and clear.

The quench involved about 100 ml of distilled water
and three extractions with Et,O. The organic layers were
washed with a saturated solution of NH,4Cl, water, brine,
finally dried over anhydrous Na,SO,, and concentrated
under reduced pressure. The dark red oil obtained was
purified by chromatographic column packed with silica
and eluted with hexane/Et,O (9:1), giving 3.63 g (yield
86%) of pure product (2a) (yellow thick oil; Ry 0.4 with
hexane/Et,O  9:1). 'H-NMR (400 MHz, CDCls):
1.21 — 1.18 (¢, 6 H); 3.04 — 3.02 (m, 2 H); 3.53 — 3.51 (m,
2 H); 3.79 — 3.54 (m, 2 H); 3.80 (s, 3 H); 4.60 (¢, 1 H);
6.85 - 6.83 (d, 2 H); 7.40 — 738 (d, 2 H). “C-NMR
(125 MHz, CDCl;): ¢ = 15.21; 55.90; 61.06; 66.02; 102.69;
114.23; 114.56; 127.54; 127.98; 128.13; 157.10 ppm. MS
(EL 70 eV): 256 (27) [M"], 165 (22), 139 (44), 103 (100),
75 (52), 47 (31).
1-Benzothiophen-5-yl Methyl Ether (3a). To a reaction
flask containing the polyphosphoric acid (2.58 g,
11.34 mmol) in anhydrous toluene (70 ml), 1-[(2,2-
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diethoxyethyl)sulfanyl]-4-methoxybenzene (2a) (2.42 g,
9.45 mmol) was added and the mixture is refluxed for
17 h in an inert atmosphere. After this time, a check on
TLC (8:2 hexane/Et,O) showed the disappearance of the
substrate, so the reaction was stopped. For the quench, a
solution of 4M KOH was added dropwise to the reaction
mixture until neutrality. Extractions with Et,O provided
the organic phases that were washed with brine, dried
over anhydrous Na,SO,, and concentrated under reduced
pressure. The crude dense and dark red oil was purified
on chromatographic column packed with silica and eluted
with hexane/Et,O (8:2), to afford 372 mg (yield 24%) of
1-benzothiophen-5-yl methyl ether (3a) (thick fragrant
yellow oil; Ry 0.7 with hexane/Et,O (8:2) and 744 mg
(yield 48%) of bis(4-methoxyphenyl) disulfide (6a) (thick
yellow oil; R; 0.4 with hexane/Et,O 8:2). Data of 1-ben-
zothiophen-5-yl methyl ether (3a): M.p.: 44 —45°. 'H-
NMR (500 MHz, CDCl;): 3.81 (s, 3 H); 6.93 (d, J =5 Hz,
1 H); 7.22 - 7.20 (m, 2 H); 7.37 (d, J =5 Hz, 1 H); 7.67
(d, J =10 Hz, 1 H). >C-NMR (125 MHz, CDCl;): 55.5;
105.5; 114.6; 123.1; 123.6; 127.5; 132.1; 140.6; 157.4. MS
(EL, 70 eV): 164 (100) [M"], 149 (64), 121 (62). Bis(4-
methoxyphenyl) disulfide (6a): 'H-NMR (400 MHz,
CDCl;): 3.76 (s, 3 H); 6.83 — 6.85 (m, 4 H); 7.42 — 7.44
(m, 4 H). ®C-NMR (125 MHz, CDCls): 55.1; 114.4; 128.1;
132.4; 159.7. MS (EI, 70 eV): 278 (56) [M*], 139 (100).
1-[(2,2-Diethoxyethyl)sulfanyl]-3-methoxybenzene (2¢). In
a reaction flask, in an inert atmosphere, commercial 3-
methoxybenzenethiol (1¢) (400 mg, 2.85 mmol) was dis-
solved in anhydrous DMF, then potassium carbonate
(860 mg, 6.22 mmol) and diethyl bromoacetal (0.5 ml,
3.38 mmol) were added, and the mixture was refluxed.
During the heating phase, the following color changes
were observed: after 15 min, the mixture turned from
white to yellow; and after 1 h of reflux, the mixture
appeared brown/greenish. After 150 min, the reaction was
stopped, treated with distilled water and extracted with
Et,O. The organic layers were washed with a saturated
solution of NH,4CI, water, brine, finally dried over anhy-
drous Na,SO,, and concentrated under reduced pressure.
The dark oil obtained was purified by chromatographic
column packed with silica and eluted with hexane/Et,O
(8:2), giving 485 mg (yield 67%) of pure product (2c)
(colorless thick oil; R; 0.4 with 9:1 hexane/Et,0). 'H-
NMR (400 MHz, CDCl3): 1.20 (¢, J = 7.2 Hz, 6 H); 3.14
(d, J = 5.6 Hz, 2 H); 3.53 — 3.57 (m, 2 H); 3.66 — 3.79 (m,
2 H); 3.80 (s, 3 H); 4.66 (¢, J =5.6 Hz, 1 H); 6.72 (dd,
J =282 Hz, 1 H); 6.94 (m, 2 H); 7.19 (¢, J = 8.0 Hz, 1 H).
I3C.NMR (100 MHz, CDCl3): 15.2; 37.3; 55.3; 62.2; 101.7;
111.8; 114.3; 121.3; 129.6; 137.9; 159.8. MS (EI, 70 eV):
256 [M"].

1-Benzothiophen-4-yl methyl ether (3c) and 1-Benzothio-
phen-6-yl methyl ether (4¢). To a reaction flask containing
the polyphosphoric acid (508 mg, 2.22 mmol), 1-[(2,2-
diethoxyethyl)sulfanyl]-3-methoxybenzene (2¢) (485 mg,
1.89 mmol) was added in anhydrous toluene (20 ml) and
the mixture was refluxed for 3 h in an inert atmosphere.

After this time, a check on TLC (9:1 hexane/Et,O)
showed the disappearance of the substrate, so the reaction
was stopped. For the quench, a solution of 4 KOH was
added dropwise to the reaction mixture until neutrality.
Extractions with Et,O provided the organic phases that
were washed with brine, dried over anhydrous Na,SOy,
and concentrated under reduced pressure. The crude oil
was purified on chromatographic column packed with sil-
ica and eluted with hexane/CH,Cl, (7:3), to afford 47 mg
(yield 15%) of 1-benzothiophen-4-yl methyl ether (3c)
(thick yellow oil; Ry 0.7 with hexane/CH,Cl, 7:3) and
203 mg (yield 65%) of 1-benzothiophen-6-yl methyl ether
(4¢) (thick fragrant yellow oil; Ry 0.4 with hexane/CH,Cl,
7:3). Data of 1-benzothiophen-4-yl methyl ether (3c): 'H-
NMR (500 MHz, CDCl3): 398 (s, 3 H); 6.77 (d,
J=72Hz, 1 H); 731 (d, J=75Hz, 1 H); 735 (dd,
J=65Hz, 1 H); 748 (d, J=75Hz, 1 H); 7.52
(d, J =5 Hz, 1 H). >C-NMR (100 MHz, CDCl3): 55.39;
103.75; 114.82; 120.51; 124.57; 125.24; 130.42; 141.29;
155.04. MS (EI, 70 eV): 164 (100) [M], 149 (95), 121(65),
77 (14). Data of 1-benzothiophen-6-yl methyl ether (4c):
'H-NMR (500 MHz, CDCl;): 3.90 (s, 3 H); 7.06 (dd,
J=9Hz, 1 H); 728 (m, 2 H); 738 (d, /=2 Hz, 1 H);
7.73 (dd, J = 8.5 Hz, 1 H). >C-NMR (100 MHz, CDCl5):
55.50; 104.74; 114.35; 123.34; 123.61; 124.04; 133.60;
141.13; 157.33. MS (EI, 70 eV): 164 [M"].

1-[(2,2-Diethoxyethyl)sulfanyl]-4-nitrobenzene (2b). In a
reaction flask, in an inert atmosphere, commercial 4-nitro-
benzenethiol (1b) (1.10 g, 7.1 mmol) was dissolved in
anhydrous DMF, then potassium carbonate (2.36 g,
17.1 mmol) and bromoacetaldehyde diethyl acetal
(1.4 ml, 9.3 mmol) were added, and the mixture was
refluxed for 2 h. During the heating phase, the mixture
turned from yellow to red. The quench was conducted
with about 200 ml of distilled H,O and three extractions
with AcOEt. The organic layers were washed with a satu-
rated solution of NH,4CI, water, brine, finally dried over
anhydrous Na,SOy,, and concentrated under reduced pres-
sure. The dark red oil obtained was purified by chromato-
graphic column packed with silica and eluted with
hexane/Et,O (8:2), giving 1.88 g (yield 99%) of pure pro-
duct (2b) (yellow thick oil; R; 0.3 with hexane/Et,O 8: 2).
'"H-.NMR (500 MHz, CDCly): 1.19-1.16 (t, 6 H);
3.22 - 320 (d, 2 H); 3.57 - 3.53 (¢, 2 H); 3.70 — 368 (g, 2
H); 4.68 (¢, 1 H); 7.40 — 7.37 (d, 2 H); 8.07 — 8.06 (d, 2
H). "C-NMR (125 MHz, CDCls): 15.12; 35.76; 62.64;
101.46; 123.69; 126.45; 145.02; 147.28. MS (EL 70 eV): 271
[MT], 226 (13), 103 (100), 75 (49), 47 (42).

5-Nitro-1-benzothiophene (3b). To a reaction flask con-
taining the polyphosphoric acid (6.38 g, 28 mmol) in
anhydrous toluene (65 ml), 1-[(2,2-diethoxyethyl)sulfa-
nyl]-4-nitrobenzene (2b) (1.88 g, 6.94 mmol) was added
and the mixture was refluxed for 4 h in an inert atmo-
sphere. After this time, a check on TLC (9:1 hexane/
Et,0) showed the disappearance of the substrate, so the
reaction was stopped. For the quench, a solution of 4m
KOH was added dropwise to the reaction mixture until
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neutrality. The mixture was extracted with Et,O and
washed with brine. The combined organic extracts were
dried with Na,SO, and concentrated under vacuum. The
crude dense and dark brown oil was purified on chro-
matographic column packed with silica and eluted with
hexanes/Et,O (9:1), to afford 434 mg (yield 35%) of 5-
nitro-1-benzothiophene (3b) (yellow solid; R; 0.5 with
hexane/Et,0 9:1). M.p.: 135 — 137°. '"H-NMR (400 MHz.
CDCls): 741 -740 (d, 1 H); 757-756 (d, 1 H);
7.89 —7.87 (d, 1 H); 8.10 — 8.08 (d, 1 H); 8.61 (s, 1 H).
BC.NMR (100 MHz, CDCls): 118.48; 119.22; 122.93;
124.64; 129.95; 131.05; 139.24; 145.47. MS (EI 70 eV): 179
(100) [M*], 149 (11), 133 (71), 121 (22), 89 (51).

Theoretical Calculations

All the calculations were performed by using the Gaus-
sian 09 program, Revision A.02. Molecular structures
were optimized by using the Kohn—Sham’s DFT [16] with
the Becke’s three-parameter hybrid exchange-correlation
functional known as B3LYP [17]. The 6-31+G(d,p) basis
set was applied for all the calculations as implemented in
the Gaussian 09 program. All the optimized geometries
were obtained by using the standard thresholds for self-
consistent field computations and geometry optimizations.
Analytical evaluation of the energy second derivative
matrix (Hessian matrix) with respect to Cartesian coordi-
nates at the same level of approximation confirmed the
nature of minima and transition structures of the energy
surface points associated to the optimized structures. All
the computations have been performed by using the
Gaussian 09 standard approach which considers the mole-
cule in vacuum.

REFERENCES

[1] L. D. Quin, J. A. Tyrell, ‘The scope of the field of heterocyclic
chemistry’, in ‘Fundamentals of Heterocyclic Chemistry’, John
Wiley and Sons, Hoboken, NJ, USA, 2010, pp. 1 — 5.

[2] a) S. Wang, R. Beck, T. Blench, A. Burd, S. Buxton, M. Malic,
T. Ayele, S. Shaikh, S. Chahwala, C. Chander, R. Holland, S.
Merette, L. Zhao, M. Blackney, A. Watts, J. Med. Chem. 2010,
53, 1465; b) 1. Cerminara, L. Chiummiento, M. Funicello, A.
Guarnaccio, P. Lupattelli, Pharmaceuticals 2012, 5, 297.

[3] J. Ohsita, K.-H. Lee, K. Kimura, A. Kunai, Organometallics
2004, 23, 5622; H. Ebata, E. Miyazaki, T. Yamamoto, K. Taki-
miya, Org. Lett. 2007, 9, 4499.

[4] K. Kobayashi, D. Nakamura, S. Fukamachi, H. Konishi, Hetero-
cycles 2008, 75, 919; S. Yoshida, H. Yorimitsu, K. Oshima, Org.
Lett. 2007, 9, 5573; H. J. Jeong, U. Y. Yoon, S. H. Jang, U.-A.
Yoo, S. N. Kim, B. T. Truong, S. C. Shin, Y.-J. Yoon, O. M.
Singh, S.-G. Lee, Synlett 2007, 1407; C. T. Bui, B. L. Flynn, J.
Comb. Chem. 2006, 8, 163.

[5] 1. Nakamura, T. Sato, Y. Yamamoto, Angew. Chem., Int. Ed.
20006, 45, 4473; K. Inamoto, Y. Arai, K. Hiroya, T. Doi, Chem.

Commun. 2008, 5529; C. W. Cheung, D. S. Surry, S. L. Buch-
wald, Org. Lett. 2013, 15, 3734; C. W. Cheung, S. L. Buchwald,
Org. Lett. 2013, 15, 3998.
[6] A. D. Palkowitz, A. L. Glasebrok, K. J. Thrasher, K. L. Hauser,
L. L. Short, D. L. Phillips, B. S. Muehl, M. Sato, P. K. Shetler,
G. J. Cullinan, T. R. Pell, H. U. Bryant, J. Med. Chem. 1997,
40, 1407; L. Chiummiento, M. Funicello, P. Lupattelli, F. Tra-
mutola, F. Berti, F. Marino-Merlo, Bioorg. Med. Chem. Lett.
2012, 22, 2948.

[7] M. Funicello, P. Spagnolo, in ‘Targets in Heterocyclic Chem-
istry’, Vol. 8, Eds. O. A. Attanasi and D. Spinelli, Royal Society
of Chemistry, 2005, pp. 234 — 251; C. Bonini, M. Funicello, P.
Spagnolo, Synlett 2006, 1574; M. Funicello, V. Laboragine, R.
Pandolfo, P. Spagnolo, Synlett 2010, 77; A. Bochicchio, L. Chi-
ummiento, M. Funicello, M. T. Lopardo, P. Lupattelli, Tetrahe-
dron Lett. 2010, 51, 2824; L. Chiummiento, M. Funicello, F.
Tramutola, Chirality 2012, 24, 345.

[8] C. Bonini, M. Funicello, R. Scialpi, P. Spagnolo, Tetrahedron
2003, 59, 7515.

[9] S. Mukherjee, S. S. Jash, A. De, J. Chem. Res. (S) 1993, 192.
[10] L. F. Fieser, R. G. Kennelly, J. Am. Chem. Soc. 1935, 57, 1611.
[11] S. Pérez-Silanes, J. Martinez-Esparza, A. M. Oficialdegui, H.

Villanueva, L. Orts, A. Monge, J. Heterocycl. Chem. 2001, 38,
1025.

[12] L. Bianchi, C. Dell’Erba, M. Maccagno, G. Petrillo, E. Rizzato,
F. Sancassan, E. Severi, C. Tavani, J. Org. Chem. 2005, 70,
8734; B. Iddon, H. Suschitzky, D. S. Taylor, M. W. Pickering, J.
Chem. Soc, Perkin Trans. 1 1974, 575; K. J. Armstrong, M. Mar-
tin-Smith, N. M. D. Brown, G. C. Brophy, S. Sternhell, J. Chem.
Soc., C 1969, 1766; F. G. Bordwell, C. J. Albisetti Jr., J. Am.
Chem. Soc. 1948, 70, 1955.

[13] Wolfram Research, Inc., Mathematica, Version 9.0.1.0, Cham-
paign, IL, 2013.

[14] 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. Mennucci, G. A. Petersson, H. Nakat-
suji, 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 Jr, J.
E. Peralta, F. Ogliaro, M. Bearpark, J. J. Heyd, E. Brothers, K.
N. Kudin, V. N. Staroverov, R. Kobayashi, 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, A. J. Austin, R. Cammi, C.
Pomelli, J. W. Ochterski, R. L. Martin, K. Morokuma, V. G.
Zakrzewski, G. A. Voth, P. Salvador, J. J. Dannenberg, S. Dap-
prich, A. D. Daniels, O. Farkas, J. B. Foresman, J. V. Ortiz, J.
Cioslowski, D. J. Fox, Gaussian, Inc., Wallingford CT, 2009.

[15] G. Klopman, J. Am. Chem. Soc. 1968, 90, 223; L. Salem, J. Am.
Chem. Soc. 1968, 90, 543; L. Salem, J. Am. Chem. Soc. 1968, 90,
553.

[16] R. G. Parr, W. Wang, ‘Density Functional Theory of Atoms
and Molecules’, Oxford University Press, Oxford, 1989.

[17] A. D. Becke, J. Chem. Phys. 1993, 98, 1372.

Received November 9, 2015
Accepted March 7, 2016

www.helv.wiley.com

© 2016 Verlag Helvetica Chimica Acta AG, Zirich



