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up to 96%

ABSTRACT: We report a novel molecular iodine-catalyzed 1,3-dipolar cycloaddition/oxidation/aromatization cascade process
with hydrogen peroxide as the terminal oxidant for the construction of pyrrolo[2,1-alisoquinolines. The product pyrrolo[2,1-a]-
isoquinolines were obtained from reactions between simple, readily available dipolarophiles and tetrahydroisoquinolines in
moderate to excellent yields without the need for a metal catalyst.

B INTRODUCTION Céo-Bodi&)y hybrids,"® and porous material immobilized iodo-
Bodipy.'"” However, these methods require an extra oxidation
step to convert the pyrrolidines to the pyrroles, except in the
case of the version reported by Wang et al.'™™

The 1,3-dipolar azomethine ylide cycloaddition is a powerful
tool for the construction of five-membered heterocycles.'*™™"!
Moreover, the 1,3-dipolar cycloaddition of stabilized isoquino-
linjum N-ylides with ketenes'*> and vinyl sulfonium salts'® as
dipolarophiles have been reported. To the best of our
knowledge, there have been no reports of the iodine-catalyzed
preparation of pyrrolo[2,1-alisoquinolines. Iodine is less
expensive than transition metals, and the use of iodine eliminates
the need to remove traces of metal from the final products.
Therefore, as part of our studies on the use of molecular iodine
and the functionalization of quinone,'* we developed a novel
molecular iodine-catalyzed 1,3-dipolar cycloaddition/oxidation/
aromatization cascade process using hydrogen peroxide as the
terminal oxidant (Scheme 1, eq 2).

Efficient transformations that do not require a metal catalyst
are of great value, and organic transformations catalyzed by
molecular iodine have attracted considerable attention because
of this reagent’s low toxicity, its low cost in comparison with
that of transition-metal catalysts, its ready availability, and its
utility for a large variety of reactions." A novel class of iodine-
based oxidation catalysts was introduced by Ishihara et al,,” and
the most important features of this catalytic system are that the
oxidation reactions require no metals and that water or tert-
butyl alcohol is the only byproduct derived from the co-oxidant.
This mild, efficient C—H oxidation method has been used to
form C—C bonds,> C—O bonds,"¥** or both,” as well as C—N
bonds.® Very recently, Itoh” reported a useful molecular iodine-
catalyzed oxidative C—C bond formation reaction between
tertiary amines and a carbon nucleophile with hydrogen peroxide
as the terminal oxidant. In addition, a versatile aerobic catalytic
system (I, and O,/TBHP) for C—H functionalization was
reported l'>y .Prab'hu.s Despite thes'e advances, c_atalysi§ by B RESULTS AND DISCUSSION

molecular iodine with hydrogen peroxide as the terminal oxidant

has been largely unexplored, and the development of such a We started by studying the 1,3-dipolar cycloaddition of 1,4-
method for the efficient, practical synthesis of natural products naphthoquinone (1a; 1 mmol), ethyl 2-(3,4-dihydroisoquinolin-

and pharmaceuticals is highly desirable. 2(1H)-yl)acetate (2a; 1.2 mmol), molecular iodine (10 mol %),

The pyrrolo[2,1-a]isoquinoline structure occurs in lamellarin and 35% aqueous H,0, (3 mmol) in CH;CN under reflux
alkaloids, a newly discovered family of marine natural products conditions for S h (Table 1). To our delight, the reaction
that exhibit a wide spectrum of biological activities,” and various afforded dihydropyrrolo[2,1-alisoquinoline 3a in 56% yield

approaches to the synthesis of this useful skeleton have been (entry 1). The yield of 3a could be increased to 78% or 71%
developed."® For example, pyrrolo[2,1-alisoquinolines have when an equal volume of water or EtOH, respectively, was
been synthesized by 1,3-dipolar cycloadditions catalyzed by
transition metals, such as Cu'®™ and Rh,"% or by photocatalysts, Received: November 16, 2013
such as [Ru(bpy);]*",' Ru polypyridine complexes,"* Published: January 6, 2014
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Scheme 1. Methods for the Construction of Pyrrolo[2,1-a]isoquinolines
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Table 1. Optimization of Reaction Conditions”
(0]

o} N

CO - CA o4

+

n Ao =

o W

1a 2a

OEt

3a
tem, time iodine source yield of 3a
entry solvent (°C (h) (0.1 equiv) (%)b

CH,;CN reflux S I 56

2 CH,CN/H,0 80 0 1L 78

(1/1 v/v)
3 CH,CN/EtOH 80 2 71
(1/1 v/v)

4 EtOH reflux S I, 46
N EtOAc reflux 18 I, 36
6  (CHy),0 reflux 23 20
7 CH,Cl, reflux 23 I, 10
8 THE reflux 18 I, 71
9 acetone reflux 17 I, S1
10 DMEF 80 6 I, 94
11° DMF 80 8 I, 83
12 DMF 80 10 NIS 79
13 DME 80 8 I (005 equiv) 91
14 DMF 120 S I, 89
15 DMEF 80 25 20

“Compound 1a (1.0 mmol), 2a (1.2 mmol), the iodine source, and
35% aqueous H,0, (3 equiv) in solvent (S mL) were stirred for
several hours at the specified temperature until 1a was consumed.
bIsolated yield. “The amount of 35% aqueous H,O, was decreased to
2 equiv.

added to the CH;CN (entries 2 and 3). To determine the ideal
solvent for the transformation, we investigated the model
reaction in EtOH (46% vyield), ethyl acetate (36%), (CH,),0
(20%), CH,Cl, (10%), THF (71%), acetone (51%), and DMF
(94%) (entries 4—10). The desired product 3a was obtained in
all the tested solvents, and the polar solvent DMF gave the best
isolated yield (94%, entry 10). When the amount of 35%
aqueous H,O, was decreased to 2 equiv, the yield of 3a was only
83% (entry 11). This result indicates that 3 equiv of 35%
aqueous H, O, was necessary because of its instability. We found
that molecular iodine was the better of the two iodine sources
tested for this 1,3-dipolar cycloaddition: when NIS was used as
the iodine source, we obtained 3a in only 79% yield (entry 12).
When we decreased the amount of molecular iodine to 0.05
equiv, we obtained 3a in 91% yield, but the reaction required
8 h (entry 13). When the reaction temperature was increased to
120 °C, the yield of 3a dropped slightly, to 89% (entry 14).
Notably, the yield of 3a was only 20% in the absence of iodine
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(entry 15), indicating that iodine facilitated the cascade process.
The best yield of 3a (94%) was obtained from the reaction of 1a
(1 mmol), 2a (1.2 mmol), molecular iodine (10 mol %), and
35% aqueous H,0, (3 mmol) in DMF (5 mL) at 80 °C for 6 h
(entry 10).

Using the optimized conditions, we evaluated the substrate
scope of the reaction by using readily available starting
materials (Table 2). 1,4-Anthroquinone (1b) and N-substituted
maleimides (lc—h) reacted smoothly with 2a to give the
corresponding products (3c—h) in moderate to excellent yields
(entries 2—8). More importantly, other dipolarophiles, such as
activated alkynes and acrylates, also reacted smoothly with 2a to
afford the desired products in moderate yields (entries 9 and 10).
To further evaluate the substrate scope, we examined various
tetrahydroisoquinoline derivatives 2. Excitingly, 3k was
obtained in 87% yield when 2b was employed (entry 11).
1,4-Anthroquinone (1b) and N-phenylmaleimide (1c) reacted
with 2b to give the desired products in 83% and 78% vyields,
respectively (entries 12 and 13). Encouraged by these results,
we prepared some tetrahydroisoquinoline derivatives contain-
ing various ester groups (methyl, ethyl, tert-butyl, and benzyl)
and allowed them to react with 1,4-naphthoquinone or
N-phenylmaleimide, and we obtained the corresponding
products in moderate to good yields (entries 14—18).

To demonstrate the utility of the reaction, we also carried it
out at larger scales, and the results indicated that the catalyst
system may be suitable for scale-up chemistry. Specifically, we
were pleased to find that 10 mol % molecular iodine catalyzed
the reaction between 7.0 mmol of 1,4-naphthoquinone (1a)
and 8.4 mmol of ethyl 2-(3,4-dihydroisoquinolin-2(1H)-yl)-
acetate (2a) at 80 °C in DMF and gave gram-scale quantities of
3a in high yield (89%; Scheme 2).

On the basis of the results described above, we propose a
possible mechanism for the reaction of 1a and 2a (Scheme 3).
Initially, tertiary amine (2a) was oxidized to isoquinolinium
salt A by IOH,” which was generated from molecular iodine
and hydrogen peroxide.”'® The 1,3-dipole B was formed by
elimination of HI with tertiary amine (2a), and B then reacted
with 1a to afford the 1,3-dipolar addition product D. Finally, 3a
was formed through sequential oxidation. At the same time, the
intermediate C was reoxidized to IOH and 2a by hydrogen
peroxide.'®

B CONCLUSION

In conclusion, we developed a novel molecular iodine-catalyzed
1,3-dipolar cycloaddition/oxidation/aromatization cascade
process with hydrogen peroxide as the terminal oxidant to con-
struct pyrrolo[2,1-alisoquinolines. In comparison with various
reported methods using heavy metals, this approach is less
expensive and thus more practical. This novel catalyst system
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Table 2. Reactions of Different Dipolarophiles with Tetrahydroisoquinolines

X
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__ R+ 35% aq H,0, (3-6 equiv) CO,R
= " P _L_N_cor e \
DMF, 80°C
1 2 EWG 3 Ewc
yield
entry dipolarophile 1 tetrahydroisoquinoline 2 product 3
(%)*
(e}
O O
N
1 \)]\OEt 94
lo) 2a
1a
(e}
OO
2 OO‘ N\)J\OEt 8
2a
i O
o}
o) N
OEt
O TS H
b N
3 N\)J\OEt 0=\ Ao 3
o) 2a
1c
3c
o)
N

\ / OEt

(6]
0
g |l NOO/ E;GN\)J\ 07 S0 87
OEt
o) 1d 2a

\N/ OEt

0O
O
s | N@NOZ ©:/\N\)J\ 07 "o 81
OEt
o) 2a

1e @ 3e

\N/ OEt

0
o
6 | NOCFa @Q‘IJJ\ O™ ™"So 88
OFEt
o) 1 2a

1086 dx.doi.org/10.1021/jo402540j | J. Org. Chem. 2014, 79, 1084—1092



The Journal of Organic Chemistry

Table 2. continued

yield
entry dipolarophile 1 tetrahydroisoquinoline 2 product 3
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Table 2. continued

yield
entry dipolarophile 1 tetrahydroisoquinoline 2 product 3
(%)*
o)
S
14 N\/U\OMe 89
o) 2c
1a
e}
GO
st | N@ N A e 90
2c
© 1c
0O
COt
16 NJI\OJ< 78
o} 2d
1a
O
GOt
7t N@ NQJ\O)< 65
2d
© 1c
0O
(6]
18 O‘ N\)J\o 60
o) 2e
1a

“Yield of the isolated product. b6 equiv of 35% aqueous H,0, was added.

Scheme 2. Gram-Scale Reaction

0]

(12 (10 mol %) OEt
O‘ . ©®u jj\ 35% aq H,0; (3 equiv)
OEt DMF, 80°C ° o
o]
1a 2a 3a 89%

can be expected to be effective for the preparation of bio-
logically important pyrrolo[2,1-a]isoquinolines and is compat-
ible with a wide range of dipolarophiles. Further studies on the
applications of this strategy will be reported in due course.

B EXPERIMENTAL SECTION

General Information. All solvents were purified and dried using
standard methods prior to use. Commercially available reagents were
used without further purification. '"H NMR spectra were recorded
on an NMR instrument operated at S00 MHz. Chemical shifts are
reported in ppm with the solvent resonance as the internal standard
(CDCly, & 7.26 ppm). '*C NMR spectra were recorded on an NMR
instrument operated at 125 MHz with complete proton decoupling.
Chemical shifts are reported in ppm with the solvent resonance as
the internal standard (CDCl;, 6 77.1 ppm). MS and HRMS were
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Scheme 3. Proposed Mechanism
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measured in EI or ESI mode and the mass analyzer of the HRMS was
TOF. Thin-layer chromatography was performed on precoated glass-
backed plates and visualized with UV light at 254 nm. Flash column
chromatography was performed on silica gel.
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General Procedure for the Synthesis of 3. The dipolarophile 1
(1.0 mmol) was added to a mixture of the tetrahydroisoquinoline 2
(1.2 mmol), 35% aqueous H,0, (3—6 mmol), and iodine (0.1 mmol)
in DMF (5.0 mL). The solution was stirred for 6 h at 80 °C. After 1
was completely consumed (as indicated by TLC and GC-MS),
the reaction mixture was washed with aqueous Na,S,0;, dried over
magnesium sulfate, and concentrated in vacuo. Purification of the
crude product by flash chromatography on silica gel with CH,Cl, as
the eluent provided desired products 3.

Ethyl 9,14-dioxo-5,6,9,14-tetrahydrobenzo(5,6]isoindolo[1,2-a]-
isoquinoline-8-carboxylate (3a):'""

yellow solid, yield 94% (0.349 g), mp 144—145 °C; 'H NMR (500
MHz, CDCl;) § (ppm) 9.01 (d, J = 8.0 Hz, 1H), 8.31—8.30 (m, 1H),
8.23—8.21 (m, 1H), 7.75—7.69 (m, 2H), 7.46 (t, ] = 8.0 Hz, 1H), 7.39
(t, J = 6.5 Hz, 1H), 7.29—7.27 (m, 1H), 4.56 (q, ] = 7.0 Hz, 2H), 4.30
(t, J = 6.5 Hz, 2H), 3.12 (t, ] = 6.5 Hz, 2H), 1.51 (t, ] = 7.0 Hz, 3H);
IR v/ecm™ (KBr) 1704, 1660, 1524, 1465, 1413, 1384, 1311, 1268,
1227, 1141, 1108, 1047, 1010, 984, 790, 729, 711; GC-MS m/z 372.0
[M + 1]%, 326.7, 301.0, 243.6, 77.8, S1.0.

Ethyl 9,16-dioxo-5,6,9,16-tetrahydronaphtho(5,6]isoindolo[1,2-
ajisoquinoline-8-carboxylate (3b).

orange solid, yield 83% (0.349 g), mp 234—235 °C; 'H NMR (500
MHz, CDCL,) § (ppm) 9.00 (d, ] = 8.0 Hz, 1H), 8.71 (s, 1H), 8.63 (s,
1H), 7.95—7.94 (m, 2H), 7.55—7.54 (m, 2H), 741 (t, ] = 7.5 Hz, 1H),
7.32 (t, ] = 8.0 Hz, 1H), 7.21 (d, ] = 7.5 Hz, 1H), 4.57 (q, ] = 7.0 Hz,
2H), 422 (t, ] = 6.5 Hz, 2H), 3.06 (t, ] = 6.5 Hz, 2H), 1.54 (t, ] = 7.0
Hz, 3H); C NMR (CDCl, 125 MHz) § (ppm) 179.4, 179.2, 161.6,
135.5, 134.8, 134.6, 133.5, 132.1, 131.2, 129.9, 129.8, 129.7, 129.2, 129.0,
1288, 1287, 1285, 1273, 127.3, 1264, 126.1, 124.0, 1182, 62.5,
43.1,29.1, 14.1; IR v/cm™ (KBr) 1665, 1461, 1267, 1016, 751; HRMS
(ESI-TOF) m/z caled for C,,H,)NO, [M + HJ* 422.1392, found
422.1388.

Ethyl 9,11-dioxo-10-phenyl-6,9,10,11-tetrahydro-5H-pyrrolo-

[3',4':3,4]pyrrolo[2, 1-aJisoquinoline-8-carboxylate (3¢):°™ white
O
\ N / OEt
O N0

solid, yield 93% (0.359 g), mp 190—191 °C; 'H NMR (500 MHz,
CDCl,;) 6 (ppm) 8.59 (d, J = 8.5 Hz, 1H), 7.50 (t, ] = 7.0 Hz, 2H),
7.43—7.36 (m, SH), 7.29 (d, ] = 7.5 Hz, 1H), 4.77 (q, ] = 8.0 Hz, 2H),
444 (q,] = 7.0 Hz, 2H), 3.18 (t, ] = 7.0 Hz, 2H), 1.48 (t, ] = 8.0 Hz,
3H); IR v/em™ (KBr) 1759, 1709, 1551, 1482, 1421, 1384, 1341,
1301, 1279, 1198, 1155, 1111, 1090, 1051, 945, 895, 862, 823, 759;
GC-MS m/z 386.8 [M + 1], 385.8, 339.9, 314.0, 270.1, 139.1.
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Ethyl 10-(4-methoxyphenyl)-9,11-dioxo-6,9,10,11-tetrahydro-5H-
pyrrolo[3',4':3,4]pyrrolo[2, 1-alisoquinoline-8-carboxylate (3d):"°"

0
N
OEt
\ /
0 Ao
3d
O\

white solid, yield 87% (0.362 g), mp 168—169 °C; 'H NMR
(500 MHz, CDCl;) & (ppm) 8.57 (d, J = 7.5 Hz, 1H), 7.41-7.35 (m,
2H), 7.31 (d, J = 8.5 Hz, 2H), 7.28—7.27 (m, 1H), 7.00 (d, ] = 9.0 Hz,
2H), 4.75 (t, ] = 7.0 Hz, 2H), 442 (q, ] = 7.5 Hz, 2H), 3.84 (s,
3H), 3.17 (t, J = 7.0 Hz, 2H), 147 (t, ] = 7.5 Hz, 3H); IR v/cm™
(KBr) 1761, 1707, 1514, 1385, 1280, 1250, 1194, 1159, 1111, 1031,
809, 743; GC-MS m/z 417.3 [M + 1], 385.1, 325.6, 288.2, 236.1,
156.7, 71.1.

Ethyl 10-(4-nitrophenyl)-9,11-dioxo-6,9,10,11-tetrahydro-5H-pyr-
rolo-[3',4':3,4]pyrrolo[2, 1-aJisoquinoline-8-carboxylate (3e): 10

(0]
\ N / OEt
O NS0
3e
O,N

yellow solid, yield 81% (0.349 g), mp 206—207 °C; 'H NMR (500
MHz, CDCl,) & (ppm) 8.55 (d, J = 8.5 Hz, 1H), 8.35 (d, ] = 9.0 Hz,
2H), 7.72 (4, ] = 9.5 Hz, 2H), 7.46—7.40 (m, 2H), 7.32 (d, ] = 7.0 Hz,
1H), 4.80 (t, ] = 6.5 Hz, 2H), 4.46 (q, ] = 7.5 Hz, 2H), 321 (t, ] = 6.5
Hz, 2H), 1.49 (t, ] = 7.5 Hz, 3H); IR v/cm™ (KBr) 1761, 1713, 1524,
1384, 1321, 1277, 1194, 1138, 1109, 1040, 1011, 893, 853, 817,
777; GC-MS m/z 432.5 [M + 1]%, 4002, 333.8, 263.9, 200.9,
184.5, 85.1.

Ethyl 10-(4-trifluoromethylphenyl)-9,11-dioxo-6,9,10,11-tetrahy-
dro-5H-pyrrolo[3',4':3,4]pyrrolo[2, 1-alisoquinoline-8-carboxylate
(31):

o
\N/ OEt
070
3f
FsC

white solid, yield 88% (0.400 g), mp 203—204 °C; 'H NMR (500
MHz, CDCLy) § (ppm) 8.49—8.47 (m, 1H), 7.72 (d, ] = 8.5 Hz, 2H),
7.58 (d, ] = 8.5 Hz, 2H), 7.36—7.34 (m, 2H), 7.25 (t, ] = 4.5 Hz, 1H),
4.70 (t, ] = 7.0 Hz, 2H), 4.39 (q, ] = 7.0 Hz, 2H), 3.13 (t, ] = 7.0 Hz,
2H), 1.47 (t, ] = 7.0 Hz, 3H); 3C NMR (CDCl,, 125 MHz) § (ppm)
162.2, 160.6, 159.1, 135.8, 134.2, 133.5, 132.3, 130.3, 127.7, 127.6,
127.5, 126.8, 125.7, 125.6, 125.5, 125.1, 124.5, 122.8, 118.8, 115.6,
61.5,43.2,27.9,13.9; IR v/em™ (KBr) 1762, 1712, 1477, 1417, 1385,
1325, 1277, 1196, 1162, 1117, 1068, 1019, 947, 895, 845, 815; GC-MS
m/z 454.7 [M + 1]*, 453.8, 371.0, 408.8, 381.8, 338.0, 139.0; HRMS
(ESI-TOF) m/z caled for C,,H gF3N,0, [M + H]* 455.1219, found
455.1216.
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Ethyl 10-benzyl-9,11-diox0-6,9,10,11-tetrahydro-5H-pyrrolo-
[3',4':3,4]pyrrolo[2,1-alisoquinoline-8-carboxylate (3g):'™"

white solid, yield 83% (0.332 g), mp 200—201 °C; 'H NMR (500
MHz, CDCL,) & (ppm) 8.49 (d, J = 7.5 Hz, 1H), 7.45 (d, ] = 7.0 Hz,
2H), 7.38—7.30 (m, 3H), 7.27—-7.23 (m, 1H), 7.20 (d, ] = 7.0 Hz,
1H), 4.77 (s, 2H), 4.68 (t, ] = 7.0 Hz, 2H), 443 (q, ] = 7.0 Hz, 2H),
3.10 (t, J = 7.0 Hz, 2H), 1.49 (t, ] = 7.0 Hz, 3H); GC-MS m/z 401.0
[M + 1]%, 400.0, 371.0, 353.9, 325.9, 224.2, 195.1.

Ethyl 10-propyl-9,11-dioxo-6,9,10,11-tetrahydro-5H-pyrrolo-
[3',4':3,4]pyrrolo[2,1-aJisoquinoline-8-carboxylate (3h):

0

white solid, yield 96% (0.338 g), mp 188—189 °C; 'H NMR (500
MHz, CDCl;) § (ppm) 8.53 (d, J = 8.5 Hz, 1H), 7.42—7.39 (m, 1H),
7.38—7.34 (m, 1H), 7.27 (d, ] = 8.5 Hz, 1H), 4.72 (t, ] = 7.0 Hz, 2H),
443 (q, ] = 7.0 Hz, 2H), 3.59 (t, ] = 7.0 Hz, 2H), 3.15 (t, ] = 7.0 Hz,
2H), 1.72—1.67 (m, 2H), 1.49 (t, ] = 7.0 Hz, 3H), 0.96 (t, ] = 7.5 Hz,
3H); ®C NMR (CDCl,;, 125 MHz) § (ppm) 1642, 162.7, 159.7,
132.8, 132.4, 130.1, 127.9, 127.9, 127.6, 125.9, 125.7, 118.1, 116.7,
61.5, 43.3, 39.9, 28.4, 22.0, 14.2, 11.4; IR v/cm™" (KBr) 1752, 1700,
1471, 1385, 1330, 1280, 1199, 1123, 1012, 779, 746; GC-MS m/z
353.0 [M + 1]%, 352.0, 323.1, 278.1, 266.2, 222.2, 139.2, 103.0; HRMS
(ESI-TOF) m/z calcd for C,yH, N,0, [M + H]* 353.1501, found
353.1498.

3-Ethyl 1,2-diethyl 5,6-dihydropyrrolo[2,1-alisoquinoline-1,2,3-
tricarboxylate (3i):

0
N

\ OEt

E10,C" oot

3i

white solid, yield 62% (0239 g), mp 112—113 °C; 'H NMR (500
MHz, CDCL,) § (ppm) 820-8.18 (m, 1H), 7.32—7.30 (m, 2H),
7.25—7.24 (m, 1H), 4.54 (t, ] = 7.0 Hz, 2H), 4.38 (q, ] = 7.0 Hz, 2H),
4.34—4.30 (m, 4H), 3.00 (t, ] = 7.0 Hz, 2H), 1.41 (t, ] = 7.0 Hz, 3H),
1.37-1.32 (m, 6H); *C NMR (CDCl,, 125 MHz) § (ppm) 166.0,
163.4, 159.9, 136.6, 134.3, 129.2, 128.5, 127.3, 126.9, 126.9, 126.5,
119.0, 110.8, 61.4, 61.0, 60.7, 42.6, 29.4, 14.12, 14.09, 14.05; IR
v/em™ (KBr) 1673, 1581, 1431, 1366, 1155, 1043, 886; GC-MS m/z
385.5 [M], 384.7, 339.7, 312.8, 265.7, 221.9, 139.0, 129.9; HRMS
(ESI-TOF) m/z caled for C,H,,NO4 [M + H]" 386.1604, found
386.1598.

s ?{gghyl 5,6-dihydropyrrolo[2, 1-aJisoquinoline-1,3-dicarboxylate

J):

EtO,C 3
yellow solid, yield 42% (0.131 g), mp 100—101 °C; 'H NMR (500
MHz, CDCly) 6 (ppm) 84S (d, J = 8.5 Hz, 1H), 7.50 (s, 1H),
7.36—7.30 (m, 2H), 7.25 (d, ] = 6.0 Hz, 1H), 4.61 (t, ] = 6.5 Hz, 2H),
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4.37—4.32 (m, 4H), 3.03 (t, ] = 6.5 Hz, 2H), 1.41-1.38 (m, 6H);
GC-MS m/z 3142 [M + 1], 312.9, 283.5, 155.9,73.5.

Ethyl 2,3-dimethoxy-9,14-dioxo-5,6,9,14-tetrahydrobenzo[5,6]-
isoindolo[1,2-alisoquinoline-8-carboxylate (3k):

orange solid, yield 87% (0.375 g), mp 194—195 °C; 'H NMR (500
MHz, CDCl,) § (ppm) 8.88 (s, 1H), 8.23 (t, J = 2.0 Hz, 1H), 8.12—
8.10 (m, 1H), 7.66—7.60 (m, 2H), 6.67 (s, 1H), 4.51 (g, ] = 7.0 Hz,
2H), 4.21 (t, J = 7.0 Hz, 2H), 4.06 (s, 3H), 3.89 (s, 3H), 3.01 (t, ] =
7.0 Hz, 2H), 1.48 (t, ] = 7.0 Hz, 3H); *C NMR (CDCl,, 125 MHz)
5 (ppm) 179.5, 179.4, 161.5, 150.2, 147.6, 136.2, 135.8, 134.6, 133.1,
132.7, 127.3, 126.9, 1264, 125.9, 1229, 119.1, 116.3, 112.4, 110.2,
62.4, 54.3, 55.9, 43.3, 28.5, 14.0; IR v/cm™" (KBr) 1718, 1657, 1479,
1385, 1282, 1257, 1217, 1152, 1132, 1045, 1015, 705; HRMS (ESI-
TOF) m/z calcd for CpsH,,NOg [M + H]* 432.1447, found 432.1444.
Ethyl 2,3-dimethoxy-9,16-dioxo-5,6,9,16-tetrahydronaphtho-
[5,6]isoindolo[1,2-aJisoquinoline-8-carboxylate (3):

orange solid, yield 83% (0.399 g), mp 271-272 °C; 'H NMR (500
MHz, CDCl;) & (ppm) 8.98 (s, 1H), 8.80 (s, 1H), 8.68 (s, 1H), 8.04—
8.00 (m, 2H), 7.63—7.61 (m, 2H), 6.73 (s, 1H), 4.57 (q, ] = 7.5 Hz,
2H), 4.26 (t, ] = 7.0 Hz, 2H), 4.13 (s, 3H), 3.93 (s, 3H), 3.06 (t, ] =
7.0 Hz, 2H), 1.54 (t, ] = 7.5 Hz, 3H); *C NMR (CDCl,, 125 MHz)
5 (ppm) 179.6, 179.4, 161.8, 150.2, 147.7, 136.3, 134.9, 134.6, 132.4,
131.3, 129.83, 129.77, 129.3, 128.82, 128.76, 128.4, 127.0, 126.1,
123.8, 119.3, 117.2, 112.6, 110.2, 62.5, 56.3, 56.0, 43.3, 28.6, 14.1;
IR v/em™ (KBr) 1719, 1659, 1479, 1384, 1271, 1240, 1222, 1186,
1133, 1038, 914, 763; HRMS (ESI-TOF) m/z calcd for C,gH,,NO;
[M + H]* 482.1604, found 482.1600.

Ethyl 2,3-dimethoxy-9,11-dioxo-10-phenyl-6,9,10,11-tetrahydro-
5H-pyrrolo[3',4':3,4]pyrrolo[2,1-alisoquinoline-8-carboxylate
(3m):10n

orange solid, yield 78% (0.348 g), mp 230—231 °C; 'H NMR (500
MHz, CDCL) & (ppm) 8.24 (s, 1H), 7.49—7.47 (m, 2H), 7.40—7.36
(m, 3H), 6.75 (s, 1H), 4.73 (t, J = 7.0 Hz, 2H), 441 (q, ] = 7.0 Hg,
2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.11 (t, J = 7.0 Hz, 2H), 1.46 (t, ] =
7.0 Hz, 3H); 3C NMR (CDCl,, 125 MHz) § (ppm) 163.46, 161.59,
159.59, 150.67, 148.57, 134.01, 132.60128.97 (2C), 127.84, 127.28
(2C), 125.55, 125.03, 118.29, 118.08, 114.75, 110.48, 110.26, 61.48,
56.14, 55.97, 43.42, 27.81, 14.12; GC-MS m/z 447.1 [M + 1]*, 445.0,
411.3, 385.4, 301.9, 254.3, 100.1, 56.4.
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Methyl 2,3-dimethoxy-9, 14-dioxo-5,6,9, 14-tetrahydrobenzo[5,6]-
isoindolo[1,2-aisoquinoline-8-carboxylate (3n):

CO. g
N
(0]

orange solid, yield 89% (0.318 g), mp 205—206 °C; '"H NMR (500
MHz, CDCL,) & (ppm) 8.95 (s, ] = 8.0 Hz, 1H), 8.27—8.25 (m, 1H),
8.17—8.16 (m, 1H), 7.71-7.65 (m, 2H), 742 (t, ] = 6.5 Hz, 1H),
7.36—7.33 (m, 1H), 7.23 (s, ] = 7.0 Hz, 1H), 4.26 (t, ] = 6.5 Hz, 2H),
4.06 (s, 3H), 3.08 (t, ] = 6.5 Hz, 2H); *C NMR (CDCl,, 125 MHz) §
(ppm) 179.51, 179.47, 161.8, 135.8, 135.6, 134.6, 133.7, 133.3, 132.9,
130.1, 128.9, 127.4 (2C), 127.2, 126.5, 126.3, 125.4, 123.4, 117.5, 53.0,
432, 29.0; IR v/ecm™' (KBr) 1712, 1656, 1466, 1412, 1385, 1314,
1269, 1224, 1140, 1113, 1060, 1012, 799, 734; GC-MS m/z 358.1
M + 1]%, 356.8, 333.6, 276.5, 139.8, 73.9; HRMS (ESI-TOF) m/z
caled for C,,H;(NO, [M + H]* 358.1079, found 358.1077.

Methyl 2,3-dimethoxy-9,11-dioxo-10-phenyl-6,9,10,11-tetrahy-
dro-5H-pyrrolo[3',4':3,4]pyrrolo[2, 1-alisoquinoline-8-carboxylate
(30):

OMe

-

orange solid, yield 90% (0.335 g), mp 217—218 °C; '"H NMR (500
MHz, CDCl,) & (ppm) 8.58—8.57 (m, 1H), 7.49 (t, ] = 7.5 Hz, 2H),
7.43—7.36 (m, SH), 7.29—7.28 (m, 1H), 4.77 (t, ] = 7.0 Hz, 2H), 3.98
(s, 3H), 3.18 (t, ] = 7.0 Hz, 3H); °C NMR (CDCl;, 125 MHz) §
(ppm) 163.0, 161.5, 160.0, 133.6, 132.6, 132.4, 130.4, 128.8 (2C),
128.0, 127.9, 127.70, 127.65, 127.0 (2C), 125.5, 125.3, 1182, 116.3,
52.3, 43.4, 28.3; IR v/cm™ (KBr) 1497, 1385, 1199, 756, 694, 620;
GC-MS m/z 373.6 [M + 1], 372.1, 348.6, 303.2, 256.4, 202.1, 154.1,
54.6; HRMS (ESI-TOF) m/z caled for C,H;,N,0, [M + H]*
373.1188, found 373.1184.

tert-Butyl 2,3-dimethoxy-9,14-dioxo-5,6,9,14-tetrahydrobenzo-
[5,6]isoindolo[1,2-aJisoquinoline-8-carboxylate (3p):

ot

orange solid, yield 78% (0.311 g), mp 170—171 °C; '"H NMR (500
MHz, CDCl;) 6 (ppm) 9.02 (d, J = 7.5 Hz, 1H), 8.30 (dd, J, = 2.0 Hz,
], = 6.5 Hz, 1H), 8.23 (dd, J; = 2.0 Hz, ], = 6.5 Hz, 1H), 7.72—7.69
(m, 2H), 745 (t, ] = 7.5 Hz, 1H), 7.37 (t, ] = 7.5 Hz, 1H), 7.27 (d, ] =
8.5 Hz, 1H), 427 (t, ] = 7.0 Hz, 2H), 3.11 (t, J = 7.0 Hz, 2H), 1.72 (s,
9H); C NMR (CDCl,, 125 MHz) § (ppm) 179.8, 179.3, 160.6,
135.8, 135.0, 134.9, 133.5, 133.1, 132.9 (2C), 129.9, 128.8, 127.7,
127.4, 1274, 127.2, 126.5, 122.4, 117.2, 84.1, 43.0, 29.1, 28.1 (3C); IR
v/em™" (KBr) 1660, 1467, 1385, 1266, 1229, 1141, 1010, 714; HRMS
(ESI-TOF) m/z caled for C,qH, NO,Na [M + Na]* 422.1369, found
422.1365.

1091

tert-Butyl 2,3-dimethoxy-9,11-dioxo-10-phenyl-6,9,10,11-tetra-
hydro-5H-pyrrolo[3',4':3,4]pyrrolo[2,1-alisoquinoline-8-carboxylate

(39):
<

0
N
\ /
0= N0
O -
orange solid, yield 65% (0.269 g), mp 234—235 °C; 'H NMR (500
MHz, CDCL,;) 6 (ppm) 8.59 (dd, J, = 1.5 Hz, J, = 8.0 Hz, 1H), 7.50 (t,
J = 8.0 Hz, 2H), 7.43—7.35 (m, 5H), 7.28 (t, ] = 6.5 Hz, 1H), 4.75 (t,
J = 6.5 Hz, 2H), 3.16 (t, ] = 6.5 Hz, 2H), 1.68 (s, 9H); *C NMR
(CDCly, 125 MHz) § (ppm) 163.2, 161.6, 159.0, 133.0, 132.8, 132.4,
130.1, 128.9 (2C), 127.9, 127.9, 127.7, 127.6, 127.3 (2C), 125.7, 124.7,
1202, 116.0, 83.4, 43.3, 28.4, 28.3 (3C); IR v/cm ™! (KBr) 1759, 1703,
1481, 1415, 1385, 1349, 1305, 1289, 1154, 1135, 1112, 1089, 1051,
950, 889, 843, 762; HRMS (ESI-TOF) m/z calcd for C,sH,,N,0,Na
[M + Na]* 437.1478, found 437.1475.
Benzyl 2,3-dimethoxy-9,11-dioxo-10-phenyl-6,9,10,11-tetrahy-
%ro)—SH—pyrroIoB’,4’:3,4]pyrrolo[2, 1-alisoquinoline-8-carboxylate
r):

orange solid, yield 60% (0.260 g), mp 198—199 °C; 'H NMR (500
MHz, CDCl;) 6 (ppm) 9.00 (d, J = 7.5 Hz, 1H), 8.30 (dd, J, = 2.5 Hz,
J, = 6.0 Hz, 1H), 8.24 (dd, J, = 3.0 Hz, ], = 6.5 Hz, 1H), 7.74—7.70
(m, 2H), 7.57 (d, ] = 6.5 Hz, 2H), 7.47—7.36 (m, SH), 7.27 (d, ] = 8.5
Hz, 1H), 5.53 (s, 2H), 4.26 (t, ] = 6.5 Hz, 2H), 3.08 (t, ] = 6.5 Hz,
2H); C NMR (CDCl,, 125 MHz) § (ppm) 179.8, 179.5, 1614,
135.9, 135.8, 135.2, 134.9, 133.7, 133.4, 133.1, 130.2, 129.0, 128.8
(2C), 128.7 (2C), 128.7, 127.5, 127.5, 127.3, 126.7, 126.4, 125.5,
123.7, 117.7, 68.4, 43.3, 29.2; IR v/cm™ (KBr) 1642, 1384, 1262,
1097, 802; HRMS (ESI-TOF) m/z caled for C,gH,,NO, [M + H]*
434.1392, found 434.1390.
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