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Functionalized dibenzofurans were prepared based on domino 'twofold Heck/6m-electrocyclization’ reac-
tions of 2,3-di- and 2,3,5-tribromobenzofuran.

© 2009 Elsevier Ltd. All rights reserved.

Natural and non-natural benzofurans are of considerable phar-
macological relevance and occur in many natural products.! For
example, synthetic amiodarone represents a potent antiarrythmic
and antianginal drug.? 7-Alkanoylbenzofurans and 7-alkanoyl-
2,3-dihydrobenzofurans occur in a number of natural products,
such as longicaudatin,’® the sessiliflorols A and B, flemistrictin E,
tovophenone C, vismiaguianone C or piperaduncin B.* Dibenzofu-
rans are also present in a variety of pharmacologically active natu-
ral products. Examples include simple hydroxylated derivatives
(such as a- and y-cotonefuran, norascomatic acid and y-pyrufuran)
(Chart 1),° aryl-substituted hydroxylated derivatives (e.g., candidu-
sin A and vialinin B),® brominated derivatives (e.g., corallinafu-
ran),” polycyclic derivatives (such as phlorofucofuroeckol A or
mallotusinin)® and complex glycosylated derivatives (e.g., fulicin-
eroside).? A number of synthetic approaches to dibenzofurans have
been reported.'®

In recent years, it has been shown that polyhalogenated hetero-
cycles can be regioselectively functionalized in palladium(0)-cata-
lyzed cross-coupling reactions by selective activation of a single
halogen atom. The regioselectivity is controlled by electronic and
steric parameters.!! Recently, we have reported the synthesis of
aryl-substituted thiophenes,'? pyrroles'® and selenophenes'4 based
on regioselective Suzuki reactions of tetrabromothiophene, tetrab-
romo-N-methylpyrrole and tetrabromoselenophene, respectively.
Sonogashira,!® Negishi'® and Stille'® coupling reactions of 2,3- and
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2,6-dibromobenzofuran have been reported to regioselectively oc-
cur at position C-2. Bach and Bartels reported regioselective Negishi
and Kumada cross-coupling reactions of 2,3,5-tribromobenzofu-
ran.!” Herein, we report what are, to the best of our knowledge,
the first Heck reactions of 2,3-dibromo- and 2,3,5-tribromobenzofu-
ran. In this context, functionalized dibenzofurans were efficiently
prepared based on domino 'twofold Heck/6m-electrocyclization’
reactions.'®1°

Bach and Bartels reported that the direct bromination of
benzofuran (1), following the conditions reported by Antognazza
and co-workers ,%° resulted in the formation of a mixture of di-
and tribrominated products. Therefore, a useful and reliable
stepwise protocol was developed for the synthesis of 2,3-dib-
romobenzofuran (2a)."*® In our hands, the direct reaction of 1 with
bromine (2.0 equiv) and KOAc (2.0 equiv) in CH,Cl, (reflux, 4 h)
afforded 2,3-dibromobenzofuran (2a) in 84% yield (Scheme 1).
However, the reaction tends to be unreliable and depends on the
scale of the reaction and on minor changes of the conditions.
Bach and Bartels also reported a reliable stepwise synthesis of
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Chart 1. Structures of some naturally occurring dibenzofurans.
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2b (76%)

Scheme 1. Bromination of benzofuran (1). Reagents and conditions: (i) Br;
(2.0 equiv), KOAc (2.0 equiv) CH,Cl,, reflux, 4 h; (ii) Br; (4.5 equiv), KOAc (4.5 equiv),
CH,Cl,, reflux, 18 h.

2,3,5-tribromobenzofuran (2b) which was prepared from 5-bro-
mobenzofuran in 52% yield.!>® We have found that 2b is available
in 76% yield by reaction of 1 with bromine (4.5 equiv) and KOAc
(4.5 equiv) in CH,Cl, (reflux, 18 h).?!

The Heck reaction of 2a with acrylates 3a,d,e (2.5 equiv) affor-
ded the 2,3-di(alkenyl)benzofurans 4a,d,e in good yields (Scheme
2, Table 1). The best yields were obtained when the reactions were
carried out using Pd(OAc), (5 mol %) and the biaryl monophos-
phine ligand SPhos (10 mol %) which was recently developed by
Buchwald and coworkers.?? The reactions were carried out in
DMF at 70 °C for 12 h.>®> The employment of Pd(PPhs); was less
successful in terms of yield. The Pd(OAc),/SPhos-catalyzed reaction
of 2a with acrylates 3a-c,e, carried out at 100 °C rather than at
70 °C, afforded the 1,2-dihydrodibenzofurans 5a-c,e as unsepara-
ble mixtures of isomers B and C. The formation of 5a-c,e can be ex-
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Scheme 2. Synthesis of 4a,d,e and 6a-c,e. Reagents and conditions: (i) Pd(OAc),
(5 mol %), SPhos (10 mol %), NEt; (8.0 equiv), DMF, 70°C, 12 h; (ii) Pd(OAc),
(5 mol %), SPhos (structure see below, 10 mol %), NEt;, DMF, 100 °C, 48 h; isomeric
ratio B/C (assignment arbitrary): 5a (2:1.1), 5¢ (2:1), 5e (2:0.9); (iii) Pd/C (10 mol %),
xylene, reflux, 48 h.

Table 1

Synthesis of 4a,d,e and 6a-c,e

4,6 R (4) (%) (6)° (5)
a Et 93 73

b nBu —¢ 76

c iBu —¢ 84

d nHex 79 —¢

e tBu 72 75

2 Yields of isolated products (based on 2a, T =70 °C).

b Yields of isolated products over two steps (based on 2a, T = 100 °C for the first
step).

¢ Experiment was not carried out.

plained by a domino 'twofold Heck/thermal 6m-electrocyclization’
reaction to give intermediate A which subsequently underwent a
double bond migration. The formation of an isomeric mixture sug-
gests that the double bond migration may proceed by a pericyclic
mechanism (1,5-hydrogen shift), since an ionic mechanism (in-
duced by protonation of the enol ether moiety of A) should have
resulted in the exclusive formation of B. Heating of a xylene solu-
tion of crude 5a—c,e in the presence of Pd/C afforded dibenzofurans
6a-c,e in 73-84% overall yields (based on 2a).

It is worth noting that, in contrast to Sonogashira and Stille
reactions, the Heck reaction proved to be not regioselective. The
reaction of 2a with only 1 equiv of acrylate 3e mainly resulted in
the formation of 4e and of starting material. This might be ex-
plained as follows. As other Pd(0)-catalyzed cross-coupling reac-
tions of 2a are known to regioselectively occur at position
C-2,1516 it is expected (albeit not experimentally proven) that the
Heck reaction of 2a also first occurs at C-2. Due to the electron-
withdrawing character of the (tert-butoxycarbonyl)alkenyl group,
which is introduced at carbon C-2 in the first step, carbon C-3 be-
comes more electron deficient and, thus, more reactive with re-
spect to carbon C-3 of 2a. Alternatively, a neighbourhood effect
(chelation of the Pd(0) species by the alkenyl substituent located
at C-2) can be discussed.

The Heck reaction of 2a with styrene 3f directly afforded the
dibenzofuran 6f in 83% yield (Scheme 3). The dehydrogenation
spontaneously occurred under the reaction conditions and did
not require the use of Pd/C. Likewise, the Heck reaction of 2a with
acryl nitrile (3g) directly afforded 2,3-dicyanodibenzofuran (6g) in
74% yield.

The Heck reaction of 2,3,5-tribromobenzofuran (2b) with acry-
lates 3b,e afforded the 2,3,5-tri(alkenyl)benzofurans 7a,b in good
yields (Scheme 4). The reactions were carried out in DMF at
70 °C for 12 h. The Pd(OAc),/SPhos-catalyzed reaction of 2b with
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Scheme 3. Synthesis of 6f, g. Reagents and conditions: (i) Pd(OAc), (5 mol %), SPhos
(10 mol %), NEt3, DMF, 100 °C, 48 h.
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Scheme 4. Synthesis of 7a, b and 9. Reagents and conditions: (i) Pd(OAc), (5 mol %),
SPhos (10 mol %), NEt; (8.0 equiv), DMF, 70 °C, 12 h; (ii) Pd(OAc), (5 mol %), SPhos
(10 mol %), NEt3, DMF, 100 °C, 48 h (isomeric ratio: 2:1, assignment arbitrary); (iii)
Pd/C (10 mol %), xylene, reflux, 48 h.

acrylate 3e, carried out at 100 °C, afforded 8 as a mixture of two
isomers. Heating of a xylene solution of crude 8 in the presence
of Pd/C afforded the 5-alkenyldibenzofuran 9 in 71% yield. The
Heck reaction of 2b with acrylates 3b, e, carried out at >120 °C,
mainly resulted in the formation of the hydrogenated products
10a and 10b which were isolated as single isomers (Chart 2). How-
ever, the exact structure (isomer D or E) could not be unambigu-
ously assigned.

Bach and Bartels reported that the Kumada coupling of 2-aryl-
3,5-dibromobenzofuran 11, derived from 2b, occurs at carbon
atom C-5 (Chart 3).!” We have found that the Heck reaction of
2b with 2 equiv of acrylate 3e resulted in functionalization of car-
bon atoms C-2 and C-3 and in reduction of C-5 to give 4e. This re-
sult can be explained by the following assumption which has not
yet been experimentally proven: the first reaction of 3e with 2b oc-
curs at position C-2 to give intermediate F (Chart 3). The reactivity
of carbon C-3 is increased by the neighbourhood effect of the (tert-
butoxycarbonyl)alkenyl substituent located at carbon C-2 (vide su-
pra). Therefore, the second attack occurs at carbon C-3 rather than
at C-5.
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Chart 2. Products formed at temperatures higher than 120 °C.
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Chart 3. Regioselective reactions of 2b.

In conclusion, 2,3-dialkenylbenzofurans and functionalized
dibenzofurans were prepared based on domino 'twofold Heck/67-
electrocyclization’ reactions of 2,3-di- and 2,3,5-tribromobenzofu-
ran. The first attack of Pd(0) occurs at carbon C-2 which results in
adramaticincrease of the reactivity of C-3. Therefore, the Heck reac-
tion of 2,3-dibromobenzofuran proceeds with low regioselectivity.
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General procedure for the synthesis of dibenzofurans 6a—c,e and 9a: In a pressure
tube a DMF suspension (5 mL) of Pd(OAc), (12 mg, 0.05 mmol, 2.5 mol % per Br
atom of the substrate) and dicyclohexyl (2’,6'-dimethoxybiphenyl-2-
yl)phosphine (SPhos) (41 mg, 0.10 mmol) was purged with argon and the
mixture was stirred at 20 °C to give a yellowish to brownish clear solution. To
the stirred solution were added 2a or 2b (1.0 mmol), NEt3 (1.1 mL, 8.0 mmol)
and the acrylate 3 (1.25 equiv per Br atom of the substrate). The reaction
mixture was stirred at 100 °C for 48 h. The solution was cooled to 20 °C, poured
into H,O and CH,Cl, (25 mL each), and the organic and the aqueous layers
were separated. The latter was extracted with CH,Cl, (3x25mL). The
combined organic layers were washed with H,O (3x20 mL), dried (Na,SO4)
and concentrated in vacuo. To the crude material were added xylene (3 mL)
and Pd/C (30 mg, 10 mol %). The solution was stirred under reflux for 48 h
under argon atmosphere. The reaction mixture was filtered and the filtrate was
concentrated in vacuo. The residue was purified by chromatography (flash
silica gel, heptanes/EtOAc) to give 6a—c,e or 9a. Diisobuty! dibenzo[b,d]furan-
2,3-dicarboxylate (6¢): Starting with 2a (276 mg, 1.0 mmol), 6¢ was prepared as
a brownish highly viscous oil (305 mg, 84%). 'TH NMR (250 MHz, CDCls): 6 0.94
(d, 6H, J = 6.8 Hz, 2CH3), 0.95 (d, 6H, J = 6.78 Hz, 2CH3), 1.93-2.10 (m, 2H, 2CH),
4.10 (d, 4H, J = 6.8 Hz, 2CH,0), 7.30-7.37 (m, 1H, ArH), 7.43-7.56 (m, 2H, ArH),
7.82 (s, 1H, ArH), 7.91-7.95 (m, 1H, ArH), 8.27 (s, 1H, ArH). '*C NMR (62 MHz,
CDCls): 6 19.2 (4CH3), 27.7, 27.8 (CH), 71.9, 72.0, (CH,0), 112.1, 112.5, 1214,
122.0 (CH), 123.6 (C), 124.1 (CH), 126.3, 127.3 (C), 128.7 (CH), 131.8, 156.6,
157.5 (C), 167.5, 167.6 (CO). IR (KBr): v = 3072, 2959, 2873 (m), 1719 (s), 1636,
1602, 1577 (w), 1454, 1393, 1376, 1350, 1306 (m), 1274, 1239, 1219, 1778,
1111, 1100, 1060 (s), 1011, 983 (m), 945, 900, 848, 881, 767 (W), 746 (m), 722,
694, 602, 564 cm~'. MS (EI, 70 eV): m/z (%) =368 ([M]", 9), 312 (4), 256 (62),
239 (100), 212 (13), 195 (10). HRMS (EI, 70 eV): calcd for Cy,Hp4NOs [M]*:
368.16183; found: 368.16179.



