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Investigating chemical diversity: o-propargylphenols
as key compounds in the divergent synthesis of
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In this study, we explored and optimized a MW-enhanced divergent approach for the synthesis of 2-sub-
stituted benzofurans and chromenes, starting from seventeen substituted o-propargylphenols character-
ized by a monoaryl substitution on the propargylic sp® carbon. Firstly, we developed a robust platform for
the preparation of a library of o-propargylphenols. Under basic conditions, o-propargylphenols reacted
regioselectively to yield benzofurans in yields ranging from 43% to 100%. Conversely, under cationic gold
catalysis, we were able to obtain the corresponding 4H-chromenes, albeit in more variable yields (from
25% to 93%) and slightly lower regioselectively. We also proposed plausible mechanisms to explain the
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divergent outcomes observed. Our findings underscore the potential of diversity-oriented synthesis in the
investigation of molecular complexity. Our neglected o-propargylphenols have proven to be versatile and
strategic starting materials for accessing oxygen-containing heterocyclic scaffolds through intramolecular
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Introduction

Small organic molecules can exert powerful effects on the
functions of macromolecules that compose and regulate the
living systems. Synthetic organic chemists can access these
compounds by exploiting different approaches. Target-
Oriented Synthesis' (TOS) is the approach of choice when the
aim is to prepare small molecules with predetermined macro-
molecule-perturbing properties. For example, a natural com-
pound can be extracted from natural matrices, purified, and
then structurally characterized. Once its activity has been well-
defined, it can become a target for a chemical synthesis. Thus,
the objective of TOS is to prepare a molecule able to access a
precise region of the chemical space of the macromolecular
target. For example, TOS is the key strategy in total synthesis
studies.

A similar approach, aware of medicinal and combinatorial
chemistry, aims to explore a dense region of the chemical
space in proximity to a region known to have useful properties.
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The template for the identification of lead compounds may be
a natural product, a known drug, or an in-silico-designed
structure developed from a mechanistic hypothesis and/or a
crystal structure determination of the macromolecular target
of interest. This strategy can also be considered a different sort
of TOS.

However, as pointed out by Schreiber and Buke in their
pivotal review,> despite these approaches have led to great
advances in the chemical and life sciences fields, a question
remains unanswered: “Are the regions of chemistry space defined
by natural products and known drugs, which have been so inten-
sely scrutinized to date, the best or most fertile regions for disco-
vering small-molecules that modulate macromolecular function in
useful ways?”

The first step to answer this question is to recognize that
the problem of exploring broader regions of the chemical
space is different than the problem of accessing precise or
dense regions, so different chemical tools and distinct solu-
tions are necessary. Diversity-Oriented Synthesis® (DOS) is a
strategy that allows obtaining a broad distribution of different
compounds, resulting in a wider exploration of the chemical
space, generating, for example, skeletal diversity. Two main
approaches allow the generation of skeletal diversity; the first
is the Reagent-Based Approach, which involves the use of
different reagents to transform a common substrate with the
potential for diverse reactivity into structurally diverse mole-
cules (Fig. 1A). The second, called Substrate-Based Approach,

Org. Biomol. Chem., 2024, 22, 7895-7904 | 7895


http://rsc.li/obc
http://orcid.org/0009-0004-1671-0602
http://orcid.org/0000-0001-5992-4361
http://orcid.org/0000-0003-3113-6579
http://orcid.org/0000-0002-2502-4127
https://doi.org/10.1039/d4ob01272k
https://doi.org/10.1039/d4ob01272k
https://doi.org/10.1039/d4ob01272k
http://crossmark.crossref.org/dialog/?doi=10.1039/d4ob01272k&domain=pdf&date_stamp=2024-09-27
http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d4ob01272k
https://pubs.rsc.org/en/journals/journal/OB
https://pubs.rsc.org/en/journals/journal/OB?issueid=OB022038

Open Access Article. Published on 05 September 2024. Downloaded on 1/13/2026 9:55:07 PM.

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

(cc)

Paper

Reagent-based approach

@

reagent A
——

reagent B

reagent C

Fig. 1 Two general approaches for generating skeletal diversity.
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foresees the transformation of different substrates character-
ized by the presence of different substituents that pre-encode
skeletal information (called o elements) into a collection of
products having distinct molecular skeletons by using
common reaction conditions (Fig. 1B).

The Reagent-Based Approach (A)* is probably the most used
tool in DOS to achieve skeletal diversity.

An example of the application of the reagent-based
approach (A) from our research group is the divergent syn-
thesis of isobenzofurans and isochromenes starting from
2-alkynylbenzaldehydes and alcohols. By changing the reaction
conditions, it was possible to selectively obtain the two
different regioisomeric heterocycles. Isobenzofurans have been
obtained in good yields by a base-promoted domino nucleo-
philic addition/5-exo-dig cyclization sequence, under micro-
wave heating at 70-110 °C (Scheme 1, left).” Starting from the
same substrates, the reaction catalyzed by an original [Ag(1)(Pc-
L)] complex at 30 °C resulted in the selective 6-endo-dig cycliza-
tion with formation of the regioisomeric isochromene deriva-
tives (Scheme 1, right).°

Based on these premises, and in connection with the
research interests of our group in diversity-oriented synthesis
and discovery of novel strategies for the preparation of hetero-
cycles starting from arylalkynes bearing a proximate nucleo-
phile,” in this work we developed a divergent approach for the
regioselective synthesis of 3-unsubstituted-benzofuran and
4-unsubstituted-chromene nuclei starting from different 2-pro-
pargylphenols (Scheme 2).

Simple 2-propargylphenols, i.e. characterized by the pres-
ence of a monoarylsubstitution on the propargylic sp® carbon,

7 R (CH2);0K (3 equiv.)
_ CHyOH
O -
70-110°C, MW
O—

[R1 = Ar-, (CH3)3Si-, (Cszo)ZCH-]

N o reagents
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have been selected as strategic starting material for the follow-
ing reasons: (1) their chemistry has not received enough
focus,® (2) their structure displays great potential as versatile
precursors for different reactions and cyclization paths, (3) the
nucleophilic attitude of phenol oxygen is modulable by chan-
ging the reaction conditions, (4) cyclization products could
represent relevant nuclei in the field of biologically active com-
pounds. In the literature, there are some examples of base-pro-
moted cyclization of propargylphenols to give the corres-
ponding benzofurans through a 5-exo-dig cyclization.® On the
other hand, only one example of gold-catalyzed'® 6-endo-dig
cyclization of propargylphenol to give the corresponding six-
member oxygenated heterocycles has been reported, and
regarding other metal catalysts, another isolated example
describes this cyclization promoted by a ruthenium-based
catalyst.'" Interestingly, should be underlined that in all the
above-mentioned examples the starting propargylphenols are
always characterized by a double substitution on the pro-
pargylic sp® carbon. These compounds are strongly different
from our propargylphenols regarding both the synthesis and
the reactivity. Conversely, to the best of our knowledge, start-
ing from simple monoarylsubstuituted 2-propargylphenols
such as those used in this study, there are only a few examples
of synthesis of simple oxygen-containing heterocycles such as
dihydrobenzofurans,'> whereas no example regarding the
preparation of benzofurans and chromenes. Thus, in this
work, three main essays have been developed: (a) the optimiz-
ation of a general and robust protocol to generate a library of
differently substituted 2-propargylphenols, (b) the develop-
ment of a selective approach to 3-unsubstituted-benzofurans

Sy BF,

rr(\r;x;—w\ib (5 mol%)
L ]
R1 Ph” R
Rk
= RZ-OH
- (0]
_0 Toluene, 30 °C &
“R2

Scheme 1 Divergent synthesis of isobenzofurans and isochromenes from 2-alkynylbenzaldehydes.
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Scheme 2 This work: divergent synthesis of benzofurans and chromenes from 2-propargylphenols.

and (c) the development of a divergent approach to isomeric
4-unsubstituted-chromenes. In this paper, we describe the
results of our efforts.

Results and discussion

Firstly we prepared a library of sixteen 2-propargylphenols 6a-
p, characterized by the presence of different ED and EW
groups in different positions on both the arene moieties. The
general synthetic pathway is described in Scheme 3.

The protection of phenol derivatives 1a—e was obtained by
the reaction of o-cresols 1la-e with tert-butyldimethyl-
silylchloride (TBSCl) in the presence of 4-dimethyl-
aminopyridine (DMAP) and imidazole in DCM at rt. By this
approach, we were able to synthesize five different substituted
tert-butyldimethyl(2-tolyloxy)silanes 2a-e in excellent yields,
which were brominated by NBS and AIBN in refluxing benzene
for 18 h to give intermediates 3a-e in very good yields.”® The
cross-coupling of compounds 3a-e with different terminal
alkynes 4a-1 has been optimized based on a literature pro-
cedure reported by Negishi.'* The alkynylzinc bromide inter-
mediates have been obtained by treatment of 4a-1 with butyl-
lithium and ZnCl,. Next, a Pd(dppf)Cl, catalyzed cross-coup-
ling with (2-(bromomethyl)phenoxy)(tert-butyl)dimethylsilanes
3a-e in refluxing THF overnight gave the sixteen protected
o-propargyl phenols 5a-p in yields ranging from 40 to 91%.
The following deprotection®® by treatment with TBAF in THF
at rt gave the desired 2-propargylphenols 6a-p in yields

ranging from good to excellent. 4-Amino-2-(3-phenylprop-2-yn-
1-yl)phenol 6q was obtained by the chemical reduction of 6p
employing iron powder in water (see ESIf for detailed pro-
cedures and full characterization data).

The screening of the most favourable reaction conditions
for the base-promoted cyclization of 2-propargylphenols was
performed using 2-(3-(p-tolyl)prop-2-yn-1-yl)phenol (6a) as a
model substrate. The reactions were performed on a 0.2 mmol
scale testing different organic and inorganic bases, in different
solvents and modifying the reaction temperature and the
energy source. Table 1 displays a selection of the most repre-
sentative results of this screening.

We started the study by using already established con-
ditions for related base-promoted cyclizations, i.e. DMF as the
solvent and cesium carbonate as the base.'® After overnight
stirring at rt the starting material 6a was quantitatively recov-
ered unreacted (Table 1, entry 1). By changing the solvent
(acetonitrile) and raising the reaction temperature to 70 °C,
the desired product 7a was obtained in an encouraging 46%
yield (Table 1, entry 2). Then, we tested the activity of some
other organic and inorganic bases (Table 1, entries 3-5); pot-
assium carbonate was demonstrated to be the base of choice,
yielding the desired product in 75% yield (Table 1, entry 3).
Next, we evaluated the effect of the solvent (Table 1, entries
6-9), discovering that the presence of a polar aprotic media is
mandatory for the success of the reaction. So, while the reac-
tion in dichloromethane and THF failed (Table 1, entries 6
and 7), and a polar protic solvent such as methanol gave very
poor results (Table 1, entry 8), dimethyl sulfoxide gave an

O-Protection Bromination
25 TBSCI e o,
T DMAP g NBS g
NN [ %
(i( Imidazole R A AIBN = @f\Br
--7 —» R--7 — > R--1
ZNOoH  CHoCly tt 7 NOTBS CeH, 80 °C ZNoTBs
1a-e 2h 2a-e 18 h 3a-e
(90-96%) (63-85%)
Coupling RIS O-Deprotection PRSSN
1 1 1 1
Ar—= 4a-l U Ey
LY X TBAF LY Xy
— = Bhg A o R Ar
1. BuLi, ZnBry, OTES TEIF B OH
THF, -78t0 0 °C 5a-p 6a-p
2. Pd(dppf)Cly, (46-92%) (57-97%)

THF, 70 °C, 18 h

Scheme 3 General synthetic path to 2-propargylphenols 6.
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Table 1 Screening of the optimal reaction conditions for base-promoted cyclization of propargylphenols

O % Base O O
OH O Solvent Tt
Energy source
6a 7a

Entry Solvent Base (10 mol%) T (°C) Energy source t 7a yield” (%) 6a rec. (%)
1 DMF CsCO; RT 0il bath 16 h — Quant.”
2 CH,CN CsCO, 70 0il bath 16 h 46 -

3 CH;CN K,CO3 70 0il bath 16 h 75 —

4 CH,CN KOH 70 0il bath 16 h 35 —

5 CH,;CN TEA 70 0il bath 16 h — Quant.?
6 DCE K,CO, 70 0il bath 16 h — Quant.”
7 THF K,CO; 70 0il bath 20h — Quant.”
8 MeOH K,CO; 70 0il bath 24 h 12 76

9 DMSO K,CO, 70 0il bath 2h 79 —

10 DMF K,CO; 70 0il bath 45h 82 -

11 DMF K,CO3 90 0il bath 1h 93 —

12 DMF K,CO3 90 MW 30 min 64 —

13 DMF K,CO, 90 MW 10 min 83 —

14 DMF K,CO; 90 MW 5 min 83 -

15 DMF K,CO; 70 MW 5 min 89 —

“Referred to pure isolated product.
also confirmed by "H-NMR spectra of the reaction crude.

interesting 76% yield of the desired product in 2 hours
(Table 1, entry 9). The best results in terms of yield, time, and
cleanness of the reaction have been obtained with DMF (82%
yield) in 4.5 hours (Table 1, entry 10). Yields could be further
increased by raising the reaction temperature to 90 °C; under
these conditions, the reaction was complete in only 1 hour
with a satisfactory 93% yield (Table 1, entry 11). The promis-
ing best reaction conditions (polar aprotic solvent and
heating) seemed to be ideal for testing the approach under
microwave heating'” (entries 12-15). It is well recognized that
MAOS (Microwave Assisted Organic Synthesis) can lead to
some important advantages, such as a reduction of reaction
times and by-product formation. In the transformation under
study, the efficiency of dielectric heating allowed a dramatic
drop in reaction times and a slight reduction in reaction
temperature. Under dielectric heating, the best results were
obtained in a very short time (5 min) at 70 °C (Table 1, entry
15), hence with an overall gain in terms of sustainability of
the process.

With optimal reaction conditions in hands, the scope and
limitations of the approach were explored by changing the sub-
stitution on the terminal alkyne and the phenol moiety. The
results are summarized in the following Scheme 4.

We made a systematic study with different substitutions on
the aryl group at the alkyne terminus. Steric and electronic fea-
tures have been investigated by changing the electronic nature
of the substituent (neutral, electron-donating, and electron-
withdrawing) and its position (para, meta, and ortho) on the
phenyl ring. The approach was demonstrated to be robust and
high-yielding, despite the different substitutions on the aryl
group at the alkyne terminus. In the presence of a neutral or
an EW group, the cycloisomerization gave the corresponding

7898 | Org. Biomol. Chem., 2024, 22, 7895-7904

PTLC analysis displays the presence of a single spot referred to unreacted starting material 6a; this result is

benzofurans in very good yields under the standard conditions
(7a, 7b, 7c, 7e, 7f, 7g). Conversely, an ED group on the aryl
group in a conjugate position resulted in poor yields (see 7d
and 7j). This behaviour is probably related to the effect of the
electronic nature of the substituent on the electrophilicity of
the distal sp carbon involved in the cyclization.'® In these
cases, a rise of the reaction time to 10 minutes at 70 °C did
not have any beneficial effect, whereas an increase of the
temperature to 90 °C resulted in a dramatic increase in yields
(7d). A related behaviour was observed also in the presence of
a heteroaryl substituent on the alkynyl terminus: an electron-
poor heterocycle such as the 3-pyridyl group did not affect the
reaction under standard conditions (7k, 87%), on the contrary,
to obtain good yields in the presence of an electron-rich het-
erocycle such as 3-thiophenyl, the reaction temperature should
be raised to 110 °C (71, 80%). Finally, we tested some modifi-
cations on the phenol unit. The shift from ortho-propargyl
phenol to 1-propargyl-2-naphtol was well-tolerated (7m). The
results in the presence of a fluorine atom on the phenol
moiety depend on the position on the ring (7n and 7o) and an
increase of the reaction temperature was required when the
fluorine atom is in meta to the hydroxy group. A nitro group in
para to the hydroxy group required a higher temperature to
reach a satisfying yield (7p) whereas the amino group in the
same position was tolerated under standard reaction con-
ditions (7q).

Next, to develop a divergent synthesis starting from the
same starting materials, we explored the possibility of prepar-
ing the regioisomeric chromenes through a metal-catalyzed 6-
endo dig cyclization. Also in this case, the 6a was chosen as the
model compound and we tested different catalysts, solvents,
and conditions to obtain the best reaction results (Table 2). All

This journal is © The Royal Society of Chemistry 2024
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Scheme 4 Scope and limitation in the synthesis of benzofurans.

the reactions were conducted with 0.2 mmol of 6a, 5 mol%
loading of the metal catalyst in 2 mL of anhydrous solvent (¢ =
0.1 M), under a nitrogen atmosphere.

The first reaction was performed in the presence of
JohnPhosAuNTf, (5 mol%) in DCE at rt (Table 2, entry 1).
However, after 24 hours, we obtained only a 21% yield of the
desired product 8a beside a series of by-products and a 13%
yield of the 2-hydroxydihydrochalcones 10a probably arising
from the hydrolysis of 8a triggered by adventitious water in the
reaction mixture. To overcome the formation by-product 10a,
4 A molecular sieves were added to the reaction mixture, and
to increase the yield the temperature was raised to 70 °C
(Table 2, entry 2). Under these conditions, the desired product
8a was obtained in 75% yield beside a small amount of the
corresponding 2,3-dihydrobenzofuran with exocyclic double
bond 9a.

This journal is © The Royal Society of Chemistry 2024

Other metal catalysts were tested; however, neither Cu(r), Ag
(1), Fe(ur), or Au(ur) salts gave any positive results, and the start-
ing material was recovered unreacted after 24 hours of reaction
at 70 °C (Table 2, entries 3-6).

We next screened other cationic gold(i) catalysts (i.e.
Ph;PAuNTf,, IPrAuNTf,, and P(OAr);AuNTf,; Ar = 2,4-di-tert-
butylphenyl) were tested (Table 2, entries 7-9). In all cases,
the results were inferior to JohnPhosAuNTf,, moreover using
IPrAuNTf, a small amount of regioisomeric benzofuran 7a was
observed (Table 2, entry 8).

Three different solvents were used in the presence of
JohnPhosAuNTf, as the catalyst at 70 °C. The use of toluene
resulted in a slight decrease in the reaction yield with an
increase in the formation of isomeric benzofuran compound
7a (Table 2, entry 10). Conversely, the use of THF increased the
conversion rate but strongly reduced the regioselectivity, giving

Org. Biomol. Chem., 2024, 22, 7895-7904 | 7899
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Table 2 Screening of the optimal reaction conditions for metal-catalyzed cyclization of propargylphenols

0]
Catalyst p-Tol
-Tol | * — +
Solvent T, t O" “p-Tol 0] p-Tol OH
Energy source 8a 9a 10a

4 A mol sieves

Entry Solvent Catalyst (5 mol%) T (°C) Energy source t 8a yield” (%) 9a yield” (%) 10a yield” (%)
1 DCE JohnPhosAuNTf, RT 0il bath 24 h 21% — 13
2 DCE JohnPhosAuNTf, 70 Oil bath 2h 75 5 —
3 DCE AgSbF, 70 oil bath 24h NR® — —
4 DCE CuBr 70 Oil bath 24 h NR® — —
5 DCE Fe(OTf); 70 0il bath 24h NR° — —
6 DCE NaAuCl, 70 0il bath 24 h NR® — —
7 DCE Ph,;PAuUNTY, 70 0il bath 24h 26 — —
8 DCE IPrAuNTf, 70 Oil bath 3h 314 — —
9 DCE P(OAr);AuNTf, 70 0il bath 2h 47° 7 —
10 Toulene JohnPhosAuNT, 70 0il bath 2h 68/ — —
11 THF JohnPhosAuNTf, 70 Oil bath 2h 60 27 —
12 DMF JohnPhosAuNTf, 70 Oil bath 1h 52°¢ — —
13 DCE JohnPhosAuNTf, 70 MW 15 min 61 6 —
14 DCE JohnPhosAuNTf, 85 MW 15 min 68 5 —
15 DCE JohnPhosAuNTf, 100 MW 15 min 79 9 —

“Referred to pure isolated product.
of 7a was obtained. ¢ Beside unidentified by-products.’1

rise to a huge amount of the regioisomeric 2,3-dihydrobenzo-
furan 9a (Table 2, entry 11). The more polar DMF allowed to
recover the regioselectivity of the reaction but with modest
yields (Table 2, entry 12).

We also tried to shift from traditional to dielectric heating
to reduce the reaction time and increase yields. Firstly, the
reaction was performed at 70 °C for 15 minutes giving rise to a
good 61% yield of 8a and 6% yield of 9a (Table 2, entry 13).
Increasing the temperature to 85 °C a slight increase of the
yield of 8a to 68% was observed (Table 2, entry 14) beside a
reduced amount of by-product 9a. Finally, a reaction tempera-
ture of 100 °C allowed to obtain the best result in terms of con-
version (88%) and yield of desired 8a (79%), with only a little
increase of by-product 9a (Table 2, entry 15).

Thus, with optimal reaction conditions in hands, the scope
and limitations of the divergent approach were explored
(Scheme 5).

Different substituents showed different effects based on
their positions and steric/electronic properties. However, it is
difficult to find a rationale to describe accurately the differences
in yields and selectivity. The substitution in the para position of
the phenyl at the alkyne terminus gave rise to the desired chro-
menes 8a,¢,d in very good yields and selectivity (isomeric dihy-
drobenzofurans 9 absent or <10% yield). Shifting to the substi-
tution in meta position, the methyl group allowed the formation
of 8e in 82% yield beside a 10% of 9e, while both ED and EW
groups caused a decrease in the yields (8f 39%, and 8g 46%,
respectively). Moreover, the regioselectivity of the reaction of 6f
is one of the poorest, giving rise to the formation of 9f in 35%
yield. When the phenyl ring at the alkyne terminus is substi-
tuted at the ortho position, the outcomes strongly depend on

7900 | Org. Biomol. Chem., 2024, 22, 7895-7904

b The reaction was performed without 4 A MS. ° Starting material was almost quantitatively recovered.
0% of 7a was obtained.

415%

the electronic feature of the substituent: EWG showed worse
results than EDG, but in general, the selectivity is high (8h-j).
The substitution of the aryl ring with a heteroaryl moiety gave
on the whole modest results: propargylphenol 6k, bearing a
pyridyl 3-moiety on the alkyne terminus was unreactive and the
starting material was fully recovered, while the presence of a
3-thiophenyl substituent induces the formation of the corres-
ponding chromene derivative 81 in a moderate 46% yield,
besides a consistent 33% yield of 91. The failure of the reaction
of 6k could be ascribed to a plausible inactivation/complexation
of the gold catalyst from the pyridine nitrogen.

The investigation of the scope and limitations proceeded
with modifications on phenol moiety. The reaction of 1-pro-
pargyl-2-naphtol 6m was high-yielding but poorly selective and
led to the formation of a mixture of 8m and 9m in 68% and
28% yield, respectively. A similar behaviour was observed start-
ing from fluorine-containing propargylphenols 6n, whereas a
simple change in the position of the fluorine on the phenol
ring (60) resulted in a slight reduction of the amount of dihy-
drobenzofuran by-product formed (90).

A reversed regioselectivity was obtained with 6p, bearing a
nitro group, with the formation of 9p as the main product
(53% yield) and 8p in only 46% yield. Finally, the presence of
the amino group showed a quite high selectivity, being 8q the
main product obtained, but a low reaction yield (25%), due to
the presence of some unidentified by-products in the reaction
mixture. The Z stereochemistry of dihydrobenzofurans 9 was
determined through a NOESY experiment on product 9p and
extended to the entire series by analogy (see ESIT for details).

Taking into account the previous literature findings and
based on the experimental results, plausible reaction mecha-

This journal is © The Royal Society of Chemistry 2024
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Scheme 5 Scope and limitation in the synthesis of chromenes.

nisms for the divergent formation of isomeric benzofurans 7
chromenes 8 and dihydrobenzofurans 9 are proposed in
Scheme 6.

The formation of benzofurans 7 can be justified as follows:
potassium carbonate (pKp = 3.75) is a base strong enough to
partially deprotonate the 2-propargylphenol 6 (pK, = 10) to
give the phenoxide intermediate I. The latter can theoretically
follow two cyclization paths. Path A involves a 6-endo-dig cycli-
zation to give a 4H-chromene anion intermediate (II), whereas
path B, through a 5-exo-dig cyclization mode, provides a
2-methylene-2,3-dihydrobenzofuran anion (III). As already
observed in similar base-promoted cyclizations,'® the 5-exo-dig
mode is preferred, probably because the alkenyl a-anion (III) is
stabilized by resonance from the conjugated aryl group. Next,
potassium bicarbonate, arising from the phenol deprotona-

This journal is © The Royal Society of Chemistry 2024

8¢, 93% (+ 9¢ 6%)

8d, 69% (9d n.d.)

‘@“Q“%

39% (+ 9f 35%)

89, 46%2 (+ 9g 13%?) 8h, 77% (9h n.d.)

G ol Hhg,

8k, 0% (9k n.d.) 8l, 46% (+ 91 33%)

80, 67% (+ 90 11%) 8p, 46% (+ 9p 53%)

b 20% of benzofuran 7i;
¢ 6% of benzofuran 7q.

tion, can provide the proton to give the neutral 2-methylene-
2,3-dihydrobenzofuran derivative 9, which under the basic
reaction conditions undergoes a quick base-mediated tauto-
merization with formation of the aromatic benzofuran nucleus
7 stabilized by resonance. We cannot exclude a priori an
alternative mechanism that involves the base-promoted for-
mation of an allene intermediate (I'),>® which could evolve by
intramolecular nucleophilic attack of the oxy anion to the
central carbon of the allene to a delocalized benzylic/allylic
anionic intermediate (III') and then directly to benzofuran 7 by
protonation (Path B’). However, this alternative path seems to
be more unlikely because, as already reported by Arai and
Shioiri in 2000, moderate bases such as K,CO; are quite
ineffective in efficiently promoting such transformation on
these systems.>!
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Scheme 6 Proposed divergent reaction mechanisms.

The formation of chromenes involves the activation of the
triple bond by the cationic gold to give the n-complex (IV).>* The
complexation with the metal enhances the electrophilic pro-
perties of Cg, carbons that undergo a nucleophilic attack from
phenolic oxygen through a 6-endo-dig or a 5-exo-dig mechanism
to give oxo-cationic intermediates (V) (Path C)** and/or (VI) (Path
D), respectively. The following protodemetallation gives the
neutral product chromene 8 and/or the 2,3-dihydrobenzofuran 9
and regenerates the cationic gold catalyst. Normally, the for-
mation of the 6-member heterocycle is preferred, nevertheless,
when the electron density of the triple bond is strongly per-
turbed by the presence of electron-withdrawing substituents on
the distal alkyne terminus, the 5-exo-dig cyclization mode
becomes a competitive path and the isomeric 2,3-dihydrobenzo-
furans 9, are obtained as by-products in not negligible amounts.
It is worth noting that under these neutral reaction conditions,
the 2,3-dihydrobenzofurans 9 with exocyclic double bond are
stable and the base-promoted tautomerization to give the corres-
ponding aromatic benzofurans 7 was not observed. On the other
hand, the treatment of isolated 2,3-dihydrobenzofurans 9 under
basic conditions resulted in a quick and quantitative isomeriza-
tion to the aromatized benzofurans 7 (see ESIt for details).

Conclusions

In this work, a MW-enhanced divergent approach for the syn-
thesis of 2-substituted benzofurans and chromenes starting

7902 | Org. Biomol Chem., 2024, 22, 7895-7904

from variously substituted o-propargylphenols has been
studied and optimized. Overall, we developed a robust protocol
to synthesize o-propargylphenols (seventeen examples) as
resourceful precursors for the preparation of seventeen benzo-
furans and sixteen chromenes. Most of them are new entities
with no precedents in the literature. The reactions of o-propar-
gylphenols under base conditions, give regioselectively the
benzofurans (7) in yields ranging from 43 to 98%. Conversely,
under cationic gold catalytic conditions, chromenes (8) were
achieved in more variable yields (ranging from 25 to 93%),
often beside small amounts of the corresponding 2,3-dihydro-
benzofuran isomers (9), thus with lower regioselectivity.

The results of this work demonstrated once again the
potential of diversity-oriented synthesis for the exploration of
molecular complexity. Neglected o-propargylphenols were
demonstrated to be versatile and strategic starting materials to
access simple nuclei and complex heterocyclic scaffolds by
intramolecular cyclization reactions. The potential of these
intriguing substrates will be further investigated in our lab.
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