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Abstract

The rearrangement of 1H-2,3-benzoxazine derivatives has been investigated. The reaction affords cyclic hemiaminal derivatives for their con-
version to the corresponding 1-arylisobenzofurans, which can be trapped by various dienophiles to afford skeletal congeners of 1-arylnaphtha-

lene lignans.
© 2007 Elsevier Ltd. All rights reserved.
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1. Introduction

Many imaginative routes have been delineated for the
synthesis of 1-arylnaphthalene lignans.'* The formation of
C—C bond in these established routes involves Friedel—Crafts,
Diels—Alder, Michael, and aldol reactions. A flexible genera-
tion of this C—C bond would aid in the synthesis of these
natural targets and their evaluation as drug scaffolds.

Recently, a concise synthesis of 4-substituted 1H-2,3-benz-
oxazines through the Pictet—Spengler cyclization of hydroxa-
mates with aldehydes has been reported by our group.® This
strategy improved the scope of the Pictet—Spengler reaction,
giving access to a new family of compounds, some of which
are otherwise difficult to obtain.

2. Results and discussion

One of the purposes for preparing this new class of com-
pounds is to execute base-promoted rearrangement shown in
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Scheme 1. The 4-proton of 1H-2,3-benzoxazine 1 is acidic
and therefore may easily be abstracted in the presence of
base leading to ring-opened intermediate 2 after the cleavage
of N—O bond. Spontaneous cyclization to five-membered
ring may give a cyclic N-acyl hemiaminal species 3, which
are traditionally available by lithiation of aryl bromides bear-
ing an ortho hydroxymethyl group followed by reaction with
benzonitrile.*
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Cyclic N-acyl hemiaminals might be useful precursors to
generate substituted isobenzofurans 4 (Scheme 1). Although
isobenzofurans are unstable, they have proven to be effective
for the preparation of natural products.’® Motivated by these
results, we report herein an efficient preparation of skeletal
congeners of 1-arylnaphthalene lignans from 1H-2,3-benzox-
azines. This method uses a novel rearrangement to cyclic
N-acyl hemiaminal derivatives followed by acid-catalyzed
elimination to 1-arylisobenzofurans, which were trapped by
a Diels—Alder reaction with several dienophiles.

First, for the investigation of the rearrangement, 1a was se-
lected as the substrate, leading to compound 3a. This transfor-
mation was next explored using Cs,CO;, KOH, DBU, NaH,
and -BuOK as bases and different solvent systems
(CICH,CH,Cl, PhMe, THEF, dioxane, and DMSO). To our de-
light, the desired cyclic N-acyl hemiaminal 3a was obtained
when strong bases were employed. As shown in Table 1, the
rearrangement of 1a to its cyclic N-acyl hemiaminal 3a was
performed smoothly upon treatment with +~BuOK in dioxane
at 70 °C for 0.5 h (Table 1, entry 1). Similar reactions were ob-
served in the rearrangement of 1b and 1¢, and the correspond-
ing hemiaminals 3b and 3¢ were obtained in excellent yields
(entries 2 and 3). The aroyl group on the nitrogen of benzox-
azine 1 could be replaced by acetyl group without decreasing
the yield of hemiaminal 3d (entry 4).

The cyclic N-acyl hemiaminal was the exclusive product of
the reaction after purification using silica gel. No hydrolysis to
ketone or hemiketal was observed in this reaction. Hemiami-
nals are usually very reactive and not isolable, but like the
closely related hemiacetals, are relatively stable in cyclic
forms.* However, a complex reaction mixture resulted when
le was treated with +-BuOK at 70 °C (Table 1, entry 5). A con-
trol experiment has shown the decomposition of 3e via heating
in the presence of +-BuOK in dioxane.

To avoid this problem, NaH was employed to promote the
reaction at room temperature. In this reaction, the polar sol-
vent such as DMSO is efficient and the corresponding product
3e was obtained in good yield (Table 2, entry 1). These opti-
mized conditions were subsequently applied to the rearrange-
ment of different benzoxazines 1, generally furnishing very
good yields of hemiaminals 3, as shown in Table 2. Moreover,
this method is compatible with a variety of R' and R? substit-
uents differing in number, type, and position (entries 6—S8).

Table 1
Rearrangement of 1 to 3 in the presence of -BuOK

: MeO.
BuOK (2 equiv.) o O
\f dloxane MeO J\R
1a-e

PN
3a-e
Entry R Time (h) Product Yield (%)
1 Cg¢Hs 1 3a 98
2 4-MeO—CeHy 1 3b 97
3 4-NO,—CgH, 1 3c 97
4 Me 0.5 3d 98
5 OMe 2 3e 57

Table 2
Rearrangement of 1 to 3 in the presence of NaH

R! R!
Q NaH (1 equiv.) o O
" N._o NaH (Tequiv.) Iy
R Y T omso | R oMe

Ar  OMe rt Al

1e-l 3e-l
Entry R R®> Ar Time (h) Product Yield (%)
1 MeO MeO CgHs 3 3e 75
2 MeO MeO 2-Cl—C¢H, 6 3f 85
3 MeO MeO 4-Cl—CeH, 1 3g 85
4 MeO MeO 4-NO,—Cg¢H, 1 3h 99
5 MeO MeO furan-2-yl 9 3i 80
6 MeO MeO 3.4,5-(Me0);—CeH, 5 3j 75
7 OCH,0  3.4,5-(Me0);—CeH, 2.5 3k 96
8 MeO H CeHs 1 3l 80

In addition, the rearrangement of 1,4-disubstituted 1H-2,3-
benzoxazines, using the conditions in Table 2, was investi-
gated (Scheme 2). The reactions of Im and In provided
diastereomeric mixtures of the corresponding cyclic N-acyl
hemiaminals 3m and 3n in good yields and can be used for
isobenzofuran generation without purification.
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MeO N\(o DMSO MeO NJ\OMe
Ph  OMe rt PhH
1m-n 3m-n

m:R=Et 2.0h, 56 %
n:R=Ph,20h,87 %

Scheme 2.

Aryl tetrahydronaphthalene lignan lactones have retained
the interest of synthetic, medicinal, and biological chemists
for over 50 years,”® whereas the natural product podophyllo-
toxin 5 (Fig. 1) is a potent tubulin binding antimitotic agent
for inhibiting microtubule formation and semisynthetic deriv-
atives such as etoposide 6 are effective topoisomerase II poi-
sons.” As with the synthetic derivatives, l-arylnaphthalene
lignans have potent and specific phosphodiesterase 4 inhibi-
tory activities.'® Not surprisingly, there has been significant
activity toward the synthesis of these molecules in pursuit of
preparing analogs with improved biological profiles.

Figure 1. Selected aryl tetrahydronaphthalene lactones.
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Hemiaminals can be converted into naphthalenic com-
pounds through isobenzofuran intermediates. A mixture of
3e, dimethyl fumarate, and catalytic amount of TFA was
heated in toluene for 2 h to afford bridged compound 7 in
58% yield (Scheme 3).'" A likely mechanism in this reaction
is the formation of isobenzofuran derivative 4 (Scheme 1), fol-
lowed by Diels—Alder reaction with dienophile to give the
Diels—Alder adduct. Similar coupling using 3j and maleic an-
hydride in the presence of TsOH afforded adduct 8 without
isolation of the bridged intermediate. Indeed, the 1H-2,3-benz-
oxazines are capable of generating hemiaminals under base
promotion, which in turn can react with dienophile without
isolation in ‘one-pot’ process, such as the transformation of
1k to 92 (Scheme 3).

Moreover, compound 1o was prepared and rearrangement was
carried out with NaH at room temperature (Scheme 4). A mixture
of diastereomers 30 was detected and trapped in Diels—Alder
reaction with excess of dimethyl acetylenedicarboxylate
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Scheme 4.

(DMAD) and catalytic amount of CICH,CO,H. The bridged
arylnaphthalene lignan 10 was obtained in 38% yield in two
steps.

3. Conclusions

In summary, a novel method of generating cyclic N-acyl
hemiaminals from 1H-2,3-benzoxazine using base-mediated
rearrangement has been developed. The products from this
synthesis were reacted further to give l-arylisobenzofurans
and trapped in Diels—Alder reaction with different dieno-
philes. The features of the present method include the avail-
ability of the starting materials, the mild reaction conditions,
and the simplicity of the workup. This method should be use-
ful for the preparation of interesting molecular scaffolds as
well as has potential application in the synthesis of podophyl-
lotoxin and related structures.

4. Experimental section
4.1. General

All reactions were carried out under nitrogen. Thin-layer
chromatography was performed using commercially prepared
60-mesh silica gel plates, and visualization was effected with
short wavelength UV light (254 nm). 'H and '*C NMR spec-
tra were recorded on Varian Inova 500 MHz instrument or
Varian Unity plus 400 MHz instrument, with chemical shifts
reported in parts per million relative to the residual deuter-
ated solvent. IR spectra were recorded on Bio-Red FTS
6000 instrument. High-resolution mass spectra (HRMS)
were recorded on Q-TOF micro (water) spectrometer. All
melting points are uncorrected. All reagents were used as
obtained commercially.

4.2. Typical experimental procedure for the
preparation of I

To the solution of hydroxamate (0.6 mmol) in 6 mL of dry
MeCN was added aldehyde (0.9 mmol) in one portion fol-
lowed by Nal (1.8 mmol) and then TMSCI (1.8 mmol) was
added dropwise under a N, atmosphere. The resulting mixture
was stirred until all the hydroxamate was consumed and was
treated with 6 mL of 20% NaHSO; and extracted three times
with EtOAc (10 mL each time). The organic phases were col-
lected, washed with saturated NaHCO5 and brine, dried over
anhydrous Na,SO,, and evaporated under reduced pressure.
The residue was isolated by chromatography on a silica gel
column to afford the desired benzoxazines.

4.2.1. Methyl 1-ethyl-6,7-dimethoxy-4-phenyl-1H-benzo[d]-
[1,2]oxazine-3(4H )-carboxylate 1m

Yield 89%, colorless oil; 'H NMR (500 MHz, CDCls)
0=1.02 (t, J=7.0Hz, 3H), 1.88—1.97 (m, 1H), 2.16—2.24
(m, 1H), 3.77 (s, 3H), 3.79 (s, 3H), 3.90 (s, 3H), 5.15 (dd,
J=7.0, 2.5 Hz, 1H), 6.10 (s, 1H), 6.52 (s, 1H), 6.66 (s, 1H),
7.26—7.36 (m, 5H); '*C NMR (125 MHz, CDCl3) 6=9.02,
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26.27, 53.34, 56.19, 56.29, 59.37, 80.31, 107.18, 110.65,
125.78, 127.89, 128.12, 128.55, 129.15, 140.80, 148.35,
148.71, 155.47; ESI-HRMS calcd for C,oH,3NOs (M+Na)*t
requires: 380.1468, found: 380.1483.

4.2.2. Methyl 6,7-dimethoxy-1,4-diphenyl-1H-benzo[d]-
[1,2]oxazine-3(4H )-carboxylate In

Yield 31%, white solid, mp=113—115°C; 'H NMR
(500 MHz, CDCls) 0=3.66 (s, 3H), 3.79 (s, 3H), 3.82 (s,
3H), 6.10 (s, 1H), 6.24 (s, 1H), 6.25 (s, 1H), 6.59 (s, 1H),
7.32—7.51 (m, 10H); '*C NMR (125 MHz, CDCl;) 6=53.48,
56.15, 56.24, 59.32, 83.32, 109.38, 110.21, 125.44, 128.12,
128.23, 128.72, 128.96, 129.06, 129.54, 129.68, 138.07,
140.98, 148.48, 148.70, 155.47; ESI-HRMS calcd for
C,4H,3NO5 (M+Na) ™" requires: 428.1468, found: 428.1471.

4.2.3. Methyl 1-(3-ethoxy-3-oxopropyl)-6,7-dimethoxy-4-
phenyl-1H-benzo[d][1,2]oxazine-3(4H )-carboxylate 1o

Yield 77%, colorless oil; '"H NMR (500 MHz, CDCl5)
0=1.24 (t, J=7.0 Hz, 3H), 2.50—2.55 (m, 1H), 2.53 (m, 3H),
3.76 (s, 3H), 3.78 (s, 3H), 3.90 (s, 3H), 4.12 (q, /=7.0 Hz,
2H), 5.20 (d, /=8.0 Hz, 1H), 6.10 (s, 1H), 6.52 (s, 1H), 6.71
(s, 1H), 7.29—7.35 (m, 5H); '*C NMR (125 MHz, CDCl;) 6=
14.21, 28.21, 29.28, 53.14, 55.99, 56.09, 59.15, 60.50, 78.33,
106.86, 110.46, 125.32, 127.06, 127.98, 128.40, 128.86,
140.47, 148.32, 148.56, 155.18, 173.41; ESI-HRMS calcd for
C,3H,7NO,; (M+Na)* requires: 452.1680, found: 452.1685.

4.3. Typical experimental procedure for the preparation
of 3a—3d

To a solution of 1H-2,3-benzoxazine (0.32 mmol) in dry di-
oxane (3 mL) was added -BuOK (0.64 mmol) at room temper-
ature under N, atmosphere. The resulting mixture was stirred at
70 °C for 1.0 h and then isolated by chromatography on silica
gel column to afford the desired cyclic N-acyl hemiaminal.

4.3.1. N-(5,6-Dimethoxy-1-phenyl-1,3-dihydro-
isobenzofuran-1-yl)benzamide 3a

Yield 98%, white solid, mp=156—158°C; 'H NMR
(500 MHz, DMSO-dg) 6=3.67 (s, 3H), 3.74 (s, 3H), 5.13,
5.22 (AB, J=12.0 Hz, 2H), 6.92 (s, 1H), 6.95 (s, 1H), 7.25—
7.85 (m, 10H), 9.05 (br, 1H); *C NMR (125 MHz, DMSO-dj)
0=56.40, 56.50, 72.96, 97.63, 104.91, 107.42, 125.78, 127.89,
128.53, 128.73, 128.78, 131.54, 131.99, 134.00, 135.42,
144.73, 149.24, 150.27, 167.02; IR (KBr) 3341, 1677, 1506,
1342, 1281, 1216, 1134, 1022; ESI-HRMS caled for
C,3H, NO, (M+Na)* requires: 398.1363, found: 398.1373.

4.3.2. N-(5,6-Dimethoxy-1-phenyl-1,3-dihydro-
isobenzofuran-1-yl)-4-methoxybenzamide 3b

Yield 97%, white solid, mp=186—188 °C; 'H NMR
(300 MHz, DMSO-dg) 6=3.68 (s, 3H), 3.75 (s, 3H), 3.79 (s,
3H), 5.13, 5.22 (AB, J=11.7 Hz, 2H), 6.93—7.36 (m, 7H),
7.56 (d, J=6.9 Hz, 2H), 7.84 (d, /=8.4 Hz, 2H), 8.90 (br,
1H); °C NMR (125MHz, DMSO-ds) 0=56.03, 56.40,
56.50, 72.90, 97.65, 104.90, 107.43, 113.91, 125.77, 127.60,

127.82, 128.74, 130.42, 131.52, 134.15, 144.92, 149.21,
150.22, 162.39, 166.41; IR (KBr) 3361, 1641, 1480, 1342,
1252, 1181, 1112, 1041; ESI-HRMS calcd for C,4H»3NOs5
(M+Na) ™" requires: 428.1468, found: 428.1468.

4.3.3. N-(5,6-Dimethoxy-1-phenyl-1,3-dihydro-
isobenzofuran-1-yl)-4-nitrobenzamide 3¢

Yield 86%, pale yellow solid, mp=102—104 °C; '"H NMR
(500 MHz, DMSO-dg) 6=3.68 (s, 3H), 3.75 (s, 3H), 5.15,
5.24 (AB, J=12.0 Hz, 2H), 6.93 (s, 1H), 6.97 (s, 1H), 7.26
(t, J=7.5Hz, 1H), 7.35 (t, J=7.5Hz, 2H), 7.60 (d, J=
7.5 Hz, 2H), 8.07 (d, J=8.5 Hz, 2H), 8.25 (d, J=8.5 Hz,
2H), 9.48 (s, 1H); '3C NMR (125 MHz, DMSO-dy) 6=56.40,
56.52, 73.09, 97.65, 104.92, 107.34, 123.89, 125.78, 128.05,
128.85, 130.08, 131.54, 133.60, 141.14, 144.33, 149.30,
149.72, 150.37, 165.61; IR (KBr) 3340, 1683, 1522, 1344,
1283, 1214, 1113, 1027; ESI-HRMS calcd for C,3H,9N,O¢
(M+Na) ™" requires: 443.1214, found: 443.1215.

4.3 4. N-(5,6-Dimethoxy-1-phenyl-1,3-dihydro-
isobenzofuran-1-yl)acetamide 3d

Yield 98%, white solid, mp=172—174°C; 'H NMR
(500 MHz, DMSO-de) 6=1.99 (s, 3H), 3.68 (s, 3H), 3.74 (s,
3H), 5.08, 5.14 (AB, J=12.0 Hz, 2H), 6.81 (s, 1H), 6.90 (s,
1H), 7.24—7.50 (m, 5H), 8.68 (br, 1H); '*C NMR (125 MHz,
DMSO-dg) 6=24.10, 56.40, 56.46, 72.76, 96.89, 104.97,
106.86, 125.76, 127.88, 128.74, 131.26, 134.14, 144.67,
149.26, 150.14, 169.86; IR (KBr) 3350, 1699, 1503, 1341,
1268, 1216, 1127, 1024; ESI-HRMS calcd for C;gH;9NO,
(M+Na)" requires: 336.1206, found: 336.1211.

4.4. Typical experimental procedure for the preparation
of 3e—3n

To a solution of 1H-2,3-benzoxazine (0.61 mmol) in dry
DMSO (6 mL) was added NaH (0.61 mmol) at room temper-
ature under N, atmosphere. After the completion of benzoxa-
zine, the resulting mixture was poured into water, extracted
with EtOAc. The organic phase was separated, dried over
Na,SQOy, filtered, and concentrated in vacuo. The residue was
recrystallized from Et,O to afford the desired cyclic N-acyl
hemiaminal.

44.1. (5,6-Dimethoxy-1-phenyl-1,3-dihydroisobenzofuran-
1-yl)carbamic acid methyl ester 3e

Yield 75%, white solid, mp=150—152°C; 'H NMR
(500 MHz, DMSO-dg) 6=3.44 (s, 3H), 3.67 (s, 3H), 3.73
(s, 3H), 5.10, 5.16 (AB, J=12.0 Hz, 2H), 6.77 (s, 1H), 6.88
(s, 1H), 7.23—7.55 (m, 5H), 8.14 (br, 1H); "*C NMR
(125 MHz, DMSO-dg) 6=51.67, 56.36, 56.45, 72.86, 97.34,
104.90, 106.60, 125.68, 127.96, 128.77, 130.92, 133.92,
144.83, 149.31, 150.18, 155.61; IR (KBr) 3351, 1750, 1730,
1503, 1340, 1251, 1106, 1025; ESI-HRMS calcd for
C,sH,oNOs (M+Na)™ requires: 352.1155, found: 352.1167.
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4.4.2. [1-(2-Chloro-phenyl)-5 ,6-dimethoxy-1,3-dihydro-
isobenzofuran-1-yl]carbamic acid methyl ester 3f

Yield 85%, white solid, mp=153—155 °C; 'H NMR
(400 MHz, DMSO-dg) 6=3.44 (s, 3H), 3.65 (s, 3H), 3.73 (s,
3H), 5.08, 5.13 (AB, J=12.0 Hz, 2H), 6.90 (s, 1H), 7.06 (s,
1H), 7.25—7.30 (m, 2H), 7.38 (dd, J=7.4, 1.8 Hz, 1H), 7.64
(dd, J=7.6, 2.0 Hz, 1H); "*C NMR (125 MHz, DMSO-dj)
0=51.83, 56.30, 72.50, 96.91, 104.79, 106.80, 127.58, 129.35,
129.82, 13091, 131.77, 132.06, 132.73, 140.67, 149.02,
150.57, 155.29, 155.34.

4.4.3. [1-(4-Chloro-phenyl)-5,6-dimethoxy-1,3-dihydro-
isobenzofuran-1-yl]carbamic acid methyl ester 3g

Yield 85%, white solid, mp=112—114 °C; 'H NMR
(400 MHz, DMSO-dg) 6=3.42 (s, 3H), 3.66 (s, 3H), 3.71 (s,
3H), 5.09, 5.13 (AB, J=12.0 Hz, 2H), 6.76 (s, 1H), 6.88 (s,
1H), 7.35 (d, J=8.0 Hz, 2H), 7.54 (d, /=8.0 Hz, 2H), 8.21
(br, 1H); '3C NMR (125 MHz, DMSO-dy) 6=51.73, 56.36,
56.47, 72.84, 96.93, 104.94, 106.57, 127.71, 128.70, 130.89,
132.57, 133.42, 143.90, 149.46, 150.37, 155.60; IR (KBr)
3335, 1737, 1504, 1339, 1256, 1104, 1027; ESI-HRMS calcd
for CygH;sCINOs (M+Na)" requires: 386.0766, found:
386.0771.

4.4.4. Methyl 5,6-dimethoxy-1-(4-nitrophenyl)-1,3-
dihydroisobenzofuran-1-ylcarbamate 3h

Yield 99% (after chromatography on silica gel column),
white solid, mp=163—165 °C; '"H NMR (500 MHz, DMSO-
de) 6=3.45 (s, 3H), 3.69 (s, 3H), 3.73 (s, 3H), 5.18 (s, 2H),
6.83 (s, 1H), 6.92 (s, 1H), 7.83 (dd, J=7.0, 2.0 Hz, 2H),
8.17 (d, J=7.0, 2.0Hz, 2H), 843 (s, 1H); *C NMR
(125 MHz, DMSO-dg) 6=51.88, 56.39, 56.52, 72.99, 96.81,
105.06, 106.64, 124.07, 127.05, 130.96, 132.45, 147.32,
149.59, 150.67, 152.18, 155.69; IR (KBr) 3351, 1734, 1503,
1344, 1262, 1104, 1027; ESI-HRMS calcd for CgH gN,0O,
(M+Na)" requires: 397.1006, found: 397.1011.

4.4.5. Methyl 1-(furan-2-yl)-5,6-dimethoxy-1,3-
dihydroisobenzofuran-1-ylcarbamate 3i

Yield 80%, white solid, mp=158—160°C; 'H NMR
(500 MHz, DMSO-dg) 6=3.45 (s, 3H), 3.69 (s, 3H), 3.76 (s,
3H), 4.98, 5.09 (AB, J=12.0 Hz, 2H), 6.30—6.45 (m, 2H),
6.75 (s, 1H), 6.90 (s, 1H), 7.57 (t, J=1.5Hz, 1H), 8.23 (s,
1H); *C NMR (125 MHz, DMSO-d¢) 0=51.76, 56.37,
72.72, 93.51, 104.90, 106.11, 106.84, 110.98, 131.62, 131.69,
143.23, 149.32, 150.48, 154.76, 155.26; IR (KBr) 3349, 1734,
1507, 1340, 1285, 1216, 1104, 1003; ESI-HRMS calcd for
C6H7NOg (M+Na)* requires: 342.0948, found: 342.0957.

4.4.6. [5,6-Dimethoxy-1-(3,4,5-trimethoxy-phenyl)-1,3-
dihydroisobenzofuran-1-ylJcarbamic acid methyl ester 3j
Yield 75%, white solid, mp=140—142°C; 'H NMR
(500 MHz, DMSO-dg) 6=3.42 (s, 3H), 3.61 (s, 3H) 3.69 (s,
3H), 3.72 (s, 3H), 3.76 (s, 6H), 5.09, 5.13 (AB, J=12.0 Hz,
2H), 6.806 (s, 1H), 6.809 (s, 1H), 6.84 (s, 1H), 6.88 (s, 1H),
8.08 (br, 1H); '*C NMR (125 MHz, DMSO-ds) 6=51.64,
56.35, 56.49, 56.60, 60.57, 72.99, 97.32, 103.14, 104.82,

106.54, 130.92, 133.75, 137.44, 140.47, 149.32, 150.12,
153.25, 155.57; IR (KBr) 3365, 1739, 1504, 1338, 1235,
1127, 1027; ESI-HRMS caled for C,;H,sNOg (M+Na)™ re-
quires: 442.1472, found: 442.1471.

4.4.7. [5,6-Methylenedioxy-1-(3,4,5-trimethoxy-phenyl)-1,3-
dihydroisobenzofuran-1-yl]carbamic acid methyl ester 3k

Yield 96%, white solid, mp=133—135°C; 'H NMR
(500 MHz, DMSO-dg) 6=3.43 (s, 3H), 3.61 (s, 3H) 3.77 (s,
6H), 5.08 (s, 2H), 5.94 (s, 1H), 6.01 (s, 1H), 6.781 (s, 1H),
6.784 (s, 2H), 6.89 (s, 1H), 8.12 (s, 1H); “C NMR
(125 MHz, DMSO-dg) 6=51.67, 56.58, 60.57, 72.97, 97.06,
101.81, 102.08, 103.12, 103.69, 132.24, 135.28, 137.55, 140.32,
147.77, 148.42, 153.28, 155.63; IR (KBr) 3350, 1737, 1474,
1341, 1248, 1125, 1036; ESI-HRMS caled for C,oH,NOg
(M+Na)*" requires: 426.1159, found: 426.1169.

4.4.8. Methyl 5-methoxy-1-phenyl-1,3-dihydro-
isobenzofuran-1-ylcarbamate 31

Yield 80%, white solid, mp=96—98 °C; 'H NMR
(500 MHz, DMSO-dg) 6=3.42 (s, 3H), 3.71 (s, 3H), 5.10,
5.18 (AB, J=12.5 Hz, 2H), 6.76 (dd, /=8.5, 2.5 Hz, 1H), 6.84
(d, J=1.5Hz, 1H), 7.12 (d, J=8.5 Hz, 1H), 7.23 (t, J=7.5 Hz,
1H), 7.31 (t, J=7.5 Hz, 2H), 7.51 (d, J=7.5 Hz, 2H), 8.19 (s,
1H); >C NMR (125MHz, DMSO-ds) 6=51.66, 56.01,
72.63, 96.82, 106.33, 114.56, 124.18, 125.65, 127.99, 128.77,
134.63, 141.13, 144.85, 155.66, 160.28; IR (KBr) 3339, 1717,
1515, 1269, 1147, 1098, 1025; ESI-HRMS calcd for
C,7H;7NO, (M+Na)™ requires: 322.1050, found: 322.1053.

4.4.9. Methyl 3-ethyl-5,6-dimethoxy-1-phenyl-1,3-
dihydroisobenzofuran-1-ylcarbamate 3m

Yield 56%. A 5:1 mixture of diastereomers: minor diaste-
reomer R=0.44 (40% EtOAc in petroleum ether), major dia-
stereomer R=0.37; '"H NMR (500 MHz, DMSO-dg) 6=0.99
(t, J=7.5 Hz, 0.6H), 1.06 (t, J=7.5 Hz, 3H), 1.63—1.73 (m,
1H), 1.76—1.80 (m, 0.2H), 1.91—1.97 (m, 0.2H), 1.98—2.05
(m, 1H), 3.42 (s, 3H), 3.43 (s, 0.6H), 3.66 (s, 3H), 3.69 (s,
0.6H), 3.73 (s, 0.6H), 3.75 (s, 3H), 5.19 (dd, J=7.5, 4.0 Hz,
0.2H), 5.22 (dd, J=8.5, 3.5 Hz, 1H), 6.74 (s, 1H), 6.80 (s,
04H), 6.84 (s, 1H), 7.20 (t, J=7.0Hz, 0.2H), 7.25 (t,
J=7.0 Hz, 1H), 7.30 (t, J=7.5 Hz, 0.4H), 7.35 (t, J=7.5 Hz,
2H), 7.53 (d, J=7.0 Hz, 0.4H), 7.58 (d, J=7.0 Hz, 2H), 8.05
(s, 1H), 8.11 (s, 0.2H); IR (KBr) 3333, 1731, 1510, 1255,
1002; ESI-HRMS calcd for CyoH3NOs (M+Na)™ requires:
380.1468, found: 380.1479.

4.4.10. Methyl 5,6-dimethoxy-1,3-diphenyl-1,3-
dihydroisobenzofuran-1-ylcarbamate 3n

Two diastereomers were separated, yield of one of which
was 45% after chromatography on silica gel column, white
solid, mp=78—80 °C; R~=0.41 (40% EtOAc in petroleum
ether); "H NMR (500 MHz, DMSO-d;) 6=3.46 (s, 3H), 3.60
(s, 3H), 3.73 (s, 3H), 6.21 (s, 1H), 6.42 (s, 1H), 6.93 (s,
1H), 7.24 (tt, J=7.5, 1.5Hz, 1H), 7.33 (tt, J=7.5, 1.5 Hz,
3H), 7.39 (tt, J=7.5, 1.5Hz, 2H), 7.54 (dt, J=7.5, 1.5 Hz,
2H), 7.62 (dt, J=8.5, 1.5 Hz, 2H), 8.45 (s, 1H). The yield of
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the other one was 42.5% after chromatography on silica gel
column, white solid, mp=153—155 °C; R,=0.31 (40% EtOAc
in petroleum ether); "H NMR (500 MHz, DMSO-d) 6=3.44
(s, 3H), 3.64 (s, 3H), 3.70 (s, 3H), 6.27 (s, 1H), 6.47 (s,
1H), 6.84 (s, 1H), 7.20—7.48 (m, 8H), 7.50—7.62 (m, 2H),
8.23 (s, 1H); '>C NMR (125 MHz, DMSO-dg) 6=51.78, 56.40,
56.55, 85.30, 96.69, 105.47, 106.40, 125.58, 127.82, 128.30,
128.66, 128.84, 128.94, 133.37, 134.16, 142.72, 145.26,
149.87, 150.50, 155.55; IR (KBr) 3347, 1746, 1502, 1308,
1250, 1003; ESI-HRMS calcd for Cp4H,3NOs (M+Na)™ re-
quires: 428.1468, found: 428.1481.

4.5. Experimental procedure for the preparation of 10

To a solution of 1o in dry DMSO was added NaH
(1.0 equiv) at room temperature under N, atmosphere. After
the completion of benzoxazine, the resulting mixture was
poured into water, extracted with EtOAc. The organic phase
was separated, dried over Na,SO,, filtered, and concentrated
in vacuo. The residue was dissolved in toluene, and DMAD
(3.0 equiv) and catalytic amount of CICH,CO,H were added,
and then the resulting mixture was stirred at 50 °C for 4 h. The
bridged compound 10 was obtained as colorless oil after chro-
matography on silica gel column. The yield was 38% in two
steps.

'"H NMR (500 MHz, CDCl3) 6=1.25 (t, J=7.0 Hz, 3H),
2.57—-2.63 (m, 1H), 2.66—2.72 (m, 1H), 2.79—2.85 (m, 1H),
2.98—3.04 (m, 1H), 3.70 (s, 3H), 3.75 (s, 3H), 3.83 (s, 3H),
3.90 (s, 3H), 4.16 (q, J/=7.0 Hz, 2H), 6.99 (s, 1H), 7.01 (s, 1H),
7.42—7.49 (m, 3H), 7.61—7.64 (m, 2H); '°C NMR (125 MHz,
CDCl3) 6=14.44, 23.68, 29.96, 52.53, 52.55, 56.76, 56.84,
60.76, 92.70, 94.21, 106.09, 108.00, 127.15, 128.99, 129.22,
133.50, 141.96, 142.25, 146.90, 147.33, 149.35, 159.02,
163.06, 165.56, 173.35.

Acknowledgements
J.C. acknowledges the National Natural Science Founda-

tion of China (#20672030); the Program of New Century Ex-
cellent Talent and the Ministry of Education of China (NCET

050613). K.Z. acknowledges the Tianjin Municipal Science
and Technology Commission and the Cheung Kong Scholars
Programme for financial support.

References and notes

1. For reviews, see: (a) Ward, R. S. Synthesis 1992, 719; (b) Ward, R. S.
Tetrahedron 1990, 46, 5029.

2. For recent synthesis, see: (a) Berkowitz, D. B.; Choi, S.; Maeng, J.-H.
J. Org. Chem. 2000, 65, 847; (b) Charrault, L.; Michelet, V.; Genet,
J.-P. Tetrahedron Lett. 2002, 43, 4757, (c) Poli, G.; Giambastiani, G.
J. Org. Chem. 2002, 67, 9456; (d) Clayden, J.; Kenworthy, M. N.; Helli-
well, M. Org. Lett. 2003, 5, 831; (e) Engelhardt, U.; Sarkar, A.; Linker, T.
Angew. Chem., Int. Ed. 2003, 42, 2487; (f) Reynolds, A. J.; Scott, A. J.;
Turner, C. 1.; Sherburn, M. S. J. Am. Chem. Soc. 2003, 125, 12108.

3. Zheng, X. F.; Wang, X. L.; Chang, J. B.; Zhao, K. Synlett 2006, 3277.

4. (a) Smith, J. G.; Dibble, P. W. J. Org. Chem. 1986, 51, 3762; (b) Smith,
J. G.; Fogg, D. E.; Munday, 1. J.; Sandborn, R. E.; Dibble, P. W. J. Org.
Chem. 1988, 53, 2942; (c) Leong-Neumann, S.; Derrick, S. D.; Dibble,
P. W. Tetrahedron Lett. 1995, 36, 4181; (d) Derrick, S. D.; Boehme, R.;
Wong, K. M.; Nemeth, F.; Tanaka, K.; Rumberg, B.; Beekman, R. A.;
Dibble, P. W. Tetrahedron 1996, 52, 7679.

5. For reviews, see: (a) Haddadin, M. J. Heterocycles 1978, 9, 865; (b)
Friedrichsen, W. Adv. Heterocycl. Chem. 1980, 26, 135; (c) Wiersum,
U. E. Aldrichimica Acta 1981, 14, 53; (d) Rodrigo, R. Tetrahedron
1988, 44, 2093; (e) Friedrichsen, W. Adv. Heterocycl. Chem. 1999, 73, 1.

6. (a) Cava, M. P; Mitchell, M. J.; Deana, A. A. J. Org. Chem. 1960, 25,
1481; (b) Fieser, L. F.; Haddadin, M. J. J. Am. Chem. Soc. 1964, 86,
2081; (¢) Naito, K.; Rickborn, B. J. Org. Chem. 1980, 45, 4061; (d) Sharp,
J. T.; Skinner, C. E. D. Tetrahedron Lett. 1986, 27, 869; (e) Dodge, J. A.;
Bain, J. D.; Chamberlin, A. R. J. Org. Chem. 1990, 55, 4190; (f) Jiang, D.;
Herndon, J. W. Org. Lett. 2000, 2, 1267; (g) Chan, S. H.; Yick, C. Y,
Wong, H. N. C. Tetrahedron 2002, 58, 9413; (h) Mikami, K.; Ohmura,
H. Org. Lett. 2002, 4, 3355; (i) Kuninobu, Y.; Nishina, Y.; Nakagawa,
C.; Takai, K. J. Am. Chem. Soc. 2006, 128, 12376.

7. Ward, R. S. Nat. Prod. Rep. 1999, 16, 75 and references therein.

8. Imbert, T. F. Biochimie 1998, 80, 207.

9. (a) Damayanthi, Y.; Lown, J. W. Curr. Med. Chem. 1998, 5, 205; (b)
Bohlin, L.; Rosen, B. Drug Discov. Today 1996, 1, 343.

10. Ukita, T.; Nakamura, Y.; Kubo, A.; Yamamoto, Y.; Takahashi, M.; Kotera,
J.; Ikeo, T. J. Med. Chem. 1999, 42, 1293.

11. Forsey, S. P.; Rajapaksa, D.; Taylor, N. J.; Rodrigo, R. J. Org. Chem.
1989, 54, 4280.

12. Patil, P. A.; Joshi, R. R.; Narasimhan, N. S. Indian J. Chem. 1987, 26B,
1025.



	Novel rearrangement of 1H-2,3-benzoxazines to cyclic N-acyl hemiaminals: application to the synthesis of 1-arylnaphthalene skeletal congeners
	Introduction
	Results and discussion
	Conclusions
	Experimental section
	General
	Typical experimental procedure for the preparation of 13
	Methyl 1-ethyl-6,7-dimethoxy-4-phenyl-1H-benzo[d][1,2]oxazine-3(4H)-carboxylate 1m
	Methyl 6,7-dimethoxy-1,4-diphenyl-1H-benzo[d][1,2]oxazine-3(4H)-carboxylate 1n
	Methyl 1-(3-ethoxy-3-oxopropyl)-6,7-dimethoxy-4-phenyl-1H-benzo[d][1,2]oxazine-3(4H)-carboxylate 1o

	Typical experimental procedure for the preparation of 3a-3d
	N-(5,6-Dimethoxy-1-phenyl-1,3-dihydroisobenzofuran-1-yl)benzamide 3a
	N-(5,6-Dimethoxy-1-phenyl-1,3-dihydroisobenzofuran-1-yl)-4-methoxybenzamide 3b
	N-(5,6-Dimethoxy-1-phenyl-1,3-dihydroisobenzofuran-1-yl)-4-nitrobenzamide 3c
	N-(5,6-Dimethoxy-1-phenyl-1,3-dihydroisobenzofuran-1-yl)acetamide 3d

	Typical experimental procedure for the preparation of 3e-3n
	(5,6-Dimethoxy-1-phenyl-1,3-dihydroisobenzofuran-1-yl)carbamic acid methyl ester 3e
	[1-(2-Chloro-phenyl)-5,6-dimethoxy-1,3-dihydroisobenzofuran-1-yl]carbamic acid methyl ester 3f
	[1-(4-Chloro-phenyl)-5,6-dimethoxy-1,3-dihydroisobenzofuran-1-yl]carbamic acid methyl ester 3g
	Methyl 5,6-dimethoxy-1-(4-nitrophenyl)-1,3-dihydroisobenzofuran-1-ylcarbamate 3h
	Methyl 1-(furan-2-yl)-5,6-dimethoxy-1,3-dihydroisobenzofuran-1-ylcarbamate 3i
	[5,6-Dimethoxy-1-(3,4,5-trimethoxy-phenyl)-1,3-dihydroisobenzofuran-1-yl]carbamic acid methyl ester 3j
	[5,6-Methylenedioxy-1-(3,4,5-trimethoxy-phenyl)-1,3-dihydroisobenzofuran-1-yl]carbamic acid methyl ester 3k
	Methyl 5-methoxy-1-phenyl-1,3-dihydroisobenzofuran-1-ylcarbamate 3l
	Methyl 3-ethyl-5,6-dimethoxy-1-phenyl-1,3-dihydroisobenzofuran-1-ylcarbamate 3m
	Methyl 5,6-dimethoxy-1,3-diphenyl-1,3-dihydroisobenzofuran-1-ylcarbamate 3n

	Experimental procedure for the preparation of 10

	Acknowledgements
	References and notes


