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ABSTRACT: Succinimide derivatives are useful building blocks for the

synthesis of natural products and drugs. We describe an efficient route to Ri—=—R:
succinimide derivatives comprising Pd(xantphos)Cl,-catalyzed aminocarbony- .
lation of alkynes with aromatic or aliphatic amines in the presence of p-TsOH.

The utility of this route is demonstrated with the synthesis of a large number of g —nH,

succinimide compounds including an important photochromic molecule.

B INTRODUCTION

Cyclic imides are important compounds that have numerous
applications in chemistry, biology, and material science.
Succinimide derivatives, a subclass of cyclic imides, are of
particular interest due to the prevalence of the succinimide
moiety in nature. Consequently, succinimides are useful
building blocks for the synthesis of natural products as well
as pharmaceutical and agrochemical compounds, including
palasimide, salfredins,” phensuximide,® and 2-quinolinephtha-
limide (Figure 1).
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Figure 1. Examples of bioactive compounds containing cyclic imide
(succinimide) moieties.

Succinimide derivatives may be prepared using a variety of
methods. Classical approaches include condensation reactions
between anhydrides and amines at high temperatures or in the
presence of Lewis acids®* and the cyclization of amic acids.®
More recent approaches include iridium-catalyzed multi-
component synthesis of glutarimides,6 ring expansion of 4-
formyl-f-lactams,” iron-catalyzed carbonylative succinimide
synthesis using an alkyne, CO and amine,® ruthenium- or
palladium-catalyzed carbonylation of aromatic compounds
affording phthalimides,” rhodium-catalyzed 1,4-addition of
aryl boronic acids to maleimides, giving chiral 3-substituted
succinimide derivatives,'® and the direct synthesis of cyclic
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imides from simple diols using a ruthenium-based catalyst."!
While some succinimide derivatives may be obtained through
the aforementioned routes, others are more challenging to
synthesize and would benefit from a more efficient and
sustainable process.'”

Carbonylation reactions are widely employed in or%anic
synthesis to generate amides, esters, and carboxylic acids.”> In
earlier studies, an efficient system was developed for the
aminocarbonylation of alkenes to yield branched or linear
amides.’* As an extension of this work, we investigated the
applicability of the palladium-based catalyst for the amino-
carbonylation of alkynes. Aminocarbonylation of alkynes
generally yields branched or linear @,f-unsaturated amides, as
documented in the literature."> With our system, however, we
found that the major products were succinimide derivatives.
Herein, we describe this route to succinimides and demonstrate
the scope of the reaction that allows access to both N-alkyl- and
N-phenyl-succinimide derivatives. As mentioned above, the
iron-catalyzed carbonylative succinimide synthesis using an
alkyne, CO, and amine has been reported;8 however, in
contrast to our system, the iron-catalyzed is only active for
aliphatic amines.

B RESULTS AND DISCUSSION

The reaction of phenylacetylene and aniline in the presence of
CO and p-TsOH and catalytic amounts of Pd(xantphos)Cl,,
which contains a wide bite-angle bis-phosphine, was initially
studied.'® The effects of CO pressure, reaction time, reaction
temperature, and the amount of acid cocatalyst were examined
(Figure 2). The yield of the desired N-phenyl-succinimide
product is greatest under 30 atm of CO; at higher pressures, the
yield decreases and the intermolecular product, 2-benzyl-N',N>-
diphenylmalonamide, is obtained. The amount of acid
cocatalyst also has a large influence on the yield of N-phenyl-
succinimide. In the absence of the acid cocatalyst, the yield of
N-phenyl-succinimide is <6%, whereas, at 0.8 mmol of p-
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Figure 2. Effect of reaction parameters on the yield of N-phenyl-succinimide (1 mmol of aniline, 1.2 mmol of phenyacetylene, 0.05 mmol of
Pd(xantphos)CL,). (a) Influence of CO pressure at 125 °C for 4 h in the presence of 0.8 mmol of p-TsOH. (b) The effect of the p-TsOH
concentration at 125 °C, under 30 atm of CO for 4 h. (c) The effect of reaction temperature under 30 atm of CO for 4 h in the presence of 0.8
mmol of p-TsOH. (d) Influence of reaction time at 125 °C, under 30 atm of CO with 0.01 mmol of Pd(xantphos)Cl, in the presence of 0.8 mmol of

p-TsOH.

TsOH, the desired product is obtained in 97% yield, and at
higher concentrations of acid, the yield decreases. High
temperatures and long reaction times are required in order to
obtain N-phenyl-succinimide in high yield. After just 2 h, the
main product is the @,f-unsaturated amide, which is consumed
as the reaction continues, with the concomitant growth in yield
of N-phenyl-succinimide, implying a two-step reaction
sequence. First, aminocarbonylation of phenylacetylene with
aniline yields a branched (or linear) @,f-unsaturated amide.
Second, an intermolecular reaction with CO generates the N-
phenyl-succinimide product. However, it is possible that other
reaction pathways may also be operating (see below).

Under the optimized conditions, the activity of Pd-
(xantphos)Cl, is the same as a mixture PdCl, and xantphos,
which presumably forms the complex in situ (Table 1, entries 1
and 2). Other metal complexes were also evaluated (Table 1,
entries 2—5); however, none were as effective as Pd(xantphos)-
Cl,. Other palladium salts were also evaluated in combination
with the xantphos ligand instead of PdCl,, i.e, Pd(OAc), or
Pd(acac),, but the yield of N-phenyl-succinimide was lower
with these salts (Table 1, entries 7 and 8). Interestingly, the
Pd(0) precursor, Pd,(dba);, in combination with xantphos
exhibits good activity, with the yield of the desired product
reaching 95% (Table 1, entry 14). In contrast, Pd(PPh,), is
inactive with only trace amounts of the product detected
(Table 1, entry 15). The nature of the solvent is also important,
with THF resulting in the highest yields, and lower yields
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Table 1. Optimization of the Reaction of Phenylacetylene
with Aniline and CO To Afford N-Phenyl-succinimide®

entry precatalyst solvent yield (%)

1 PdCl,/xantphos THF 97

2 Pd(xantphos)Cl, THF 97

3 Pd(dppf)Cl, THF 85

4 Pd(PPh,),Cl, THF 63

S Pd(dppe)Cl, THF trace

6 Pd(dppb)Cl, THF trace

7 Pd(OAc),/xantphos THF 49

8 Pd(acac),/xantphos THF 61

9 Pd(xantphos)Cl, CH,CN 84
10 Pd(xantphos)Cl, toluene 68
11 Pd(xantphos)Cl, hexane 54
12 Pd(xantphos)Cl, H,0 10
13 Pd(xantphos)Cl, DMF trace
14 Pd,(dba);/xantphos THF 95
15 Pd(PPh,), THF trace

“Reaction conditions: phenylacetylene (1.2 mmol), aniline (1 mmol),
precatalyst (S mol % based on aniline), xantphos (0.12 mmol), p-
TsOH (0.8 mmol), THF (10 mL), CO (30 atm), 125 °C, 4 h. dppe =
1,2-bis(diphenylphosphino)ethane, dppf = 1,10-bis(diphenyl-
phosphino)ferrocene, dppb = 1,2-bis(diphenylphosphino)benzene,
xantphos = 4,5-bis(diphenylphosphino)-9,9-dimethylxanthene. Yields
were determined by GC analysis relative to aniline using n-decane as
an internal standard.
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Table 2. Substrate Scope of the Pd(xantphos)Cl,-Catalyzed Aminocarbonylation of Alkynes (1a) with Amines (2a)®
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“Reaction conditions: Pd(xantphos)Cl, (5 mol % based on aniline), 1a (1 mmol), 2b (1.2 mmol), CO (30 atm), 125 °C, 8 h, p-TsOH (0.8 mmol).
Yields are isolated yields. For 3a;4b4, 3a;,b;-, and 3a;gb,g, yields were determined by GC analysis relative to aniline with n-decane as an internal

standard.

obtained in DMF, CH,CN, hexane, toluene, and water (Table
1, entries 1 and 9—13).

The scope of the reaction was explored under optimized
conditions using Pd(xantphos)Cl, (5 mol %) as the catalyst
(Table 2). The system is most efficient for anilines with
electron-donating substituents. In contrast, anilines with
electron-withdrawing substituents afford only trace amounts
of succinimide product, ie, 3asb; and 3agbs in Table 2,
although, in the latter case, steric reasons are also likely to be
responsible for the low yield. Interestingly, reaction with 3-
aminobenzonitrile does not give a succinimide; instead, the
product 3a,b, is obtained in 93% yield. Substituents on
phenylacetylene do not appear to have a large effect on the
reaction, and both electron-donating and electron-withdrawing
substituents give succinimide products in good yield, e.g., 3a;b,
3agbg, and 3agby in Table 2. The system catalyzes both terminal
and internal alkynes in high yield, e.g, 3a;3b;3, 3a;4byy, and
3a;sb;s, and aromatic and aliphatic alkynes in yields around
90%. Both aromatic and aliphatic amines may be employed,
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although the aromatic amines give much higher yields (85—
90% vs <20%) of the succinimide products. In this respect, it
should be noted that the majority of routes to succinimide
derivatives have focused on N-alkyl-succinimides, and the
synthesis of N-phenyl-succinimides is more challenging.
Moreover, N-phenyl-succinimides, and the structurally related
N-phenylmaleimides (which may be obtained from N-phenyl-
succinimides via dehydrogenation'”), have a number of
important applications."®'® N-phenyl-succinimides may be
converted to their nonaromatic analogues via a simple exchange
reaction at room temperature.20 The reverse reaction, however,
is not facile.

To demonstrate the utility of the Pd(xantphos)Cl,-catalyzed
method, an important photochromic molecule® was prepared
using this procedure (Scheme 1). Notably, the corresponding
alkyne can be prepared in a facile manner using the palladium-
catalyzed Sonogashira reaction. The alkyne then reacts with CO
to form the N-phenyl-succinimide product. From the alkyne to
the final product, only three steps are required, and compared
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Scheme 1. Synthesis of the Photochromic Molecule 7

Br
7\ NBS =—TMS_ 3
P ~TAcoH™ 4 s\ /s\
1 2
Yield 82% Yield 42% Yield 83%

OMe OMe
4 —rmethoxyaniline _ 4-methoxyaml|ne i DDQ : __LiAlHg :
/&ou]eﬂeﬁ\ /&\

Yield 72%

Yield 76% Yield 46%

Scheme 2. Proposed Mechanism

SN
P

HX=p-TsOH

m "L o
P R

Il \ ) 2

| Pd—H *x o AN N—R

Re <9’ (F/Pd—H x® R 3

' o
Ry—NH;

H ® H R3
o’ R R P\Pd/ oy e
AN P R AIN R MU 2

V4 Pd Rz| x® R x® \ o

R2 7 o) N Pd R X

0 0
R3
Rs
“2 >\ y )
P
\ x°
(,Pd co [Q,Pd Ry
co Ry

with the literature method, the starting materials used in our
route are easily prepared and are much cheaper.

The full mechanistic details of this reaction have not been
determined, but presumably involve aminocarbonylation of the
alkyne as the first step with the resulting alkene transferred into
the second step where the succinimide is formed. A possible
reaction mechanism is shown in Scheme 2, the first cycle
involves the formation of an a,f-unsaturated amide by
intermolecular reaction; the reaction mechanism should be
similar to the hydroformylation of alkynes to a,f-unsaturated
aldehydes reported previously.”> The carbon—carbon double
bond of a,f-unsaturated amide can be further activated by the
catalyst,"* reacting with CO to form the final product (the
second cycle in Scheme 2).

In conclusion, we have shown that Pd(xantphos)Cl,
efficiently catalyzes the carbonylation of alkynes with CO and
amines to yield succinimide derivatives in the presence of p-
TsOH. The reaction may be applied to both aliphatic and
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aromatic amines and represents an ideal method to transform
simple starting materials into valuable succinimide derivatives.

B EXPERIMENTAL SECTION

Catalytic Procedure. A mixture of the desired amount of
precatalyst, ligand, alkyne, amine, p-TsOH, and THF (10 mL) was
added to a Teflon tube that was placed in an autoclave (autoclave
volume = 30 mL). The autoclave was sealed and purged with carbon
monoxide to remove the air and then charged with the required
pressure of CO. The reaction mixture was stirred at a required
temperature for required time. After cooling, the CO was released and
the reaction mixture was purified by flash column chromatography on
silica gel to afford the desired product. The yield of the product was
determined by weighing the isolated product or by GC analysis.

Procedure for the Preparation of 3,4-Diaryl-2,5-dihydro-
pyrroles. 2,5-Dimethyl-3-bromofuran (1) or 2,5-Dimethyl-3-
bromothiophene (2). N-bromosuccinimide (NBS) (10 mmol) was
slowly added to 50 mL of a glacial acetic acid solution containing 2,5-
dimethylthiophene (for 1, 10 mmol) or 2,5-dimethylfuran (for 2, 10
mmol) at room temperature. After stirring for 3 h, the solution was
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poured onto excess ice-cold water and the product was extracted with
dichloromethane. The dichloromethane solution was washed with an
aqueous sodium carbonate solution (20 mL) and water (30 mL). The
organic layer was washed with water (2 X 15 mL), dried over MgSO,,
and filtered. The solvent was removed under reduced pressure, and the
residue was purified by column chromatography on silica gel using
hexane as the eluent. Yield of 1 is 82% and 2 is 67%.
3-Ethynyl-2,5-dimethylthiophene (3). A 25 mL Schlenk tube was
charged with Pd(PPh,), (0.5 mol %), PPh; (1 mol %), and copper
iodide (1 mol %). TMEDA (1 M), 2 (3 mmol), and ethynyltrimethyl-
silane (1.2 equiv) were added successively under a nitrogen
atmosphere. The solution was stirred for 20 h at 80 °C and then
cooled to room temperature. K,CO; (3 mmol) was added, and the
mixture was stirred for a further 3 h. The residue was purified by
column chromatography on silica gel using hexane as the eluent to
afford the product in 42% yield.
3-((2,5-Dimethylthiophen-3-yl)ethynyl)-2,5-dimethylfuran (4). A
25 mL Schlenk tube was charged with Pd(PPh,), (0.5 mol %), PPh,
(1 mol %), and copper iodide (1 mol %). TMEDA (1 M), 1 (3 mmol),
and 3 (12 equiv) were added successively under a nitrogen
atmosphere. The reaction mixture was heated at 80 °C for 20 h.
After cooling to room temperature, the mixture was quenched with
water (15 mL) and the aqueous phase was extracted with diethyl ether
(3 x 20 mL). The organic phases were combined, dried over
anhydrous Na,SO,, and concentrated under vacuum, and the residue
was purified by silica gel column chromatography using hexane as the
eluent. The product yield of 4 is 72%.
3-(2,5-Dimethylfuran-3-yl)-4-(2,5-dimethylthiophen-3-yl)-1-(4-
methoxyphenyl)pyrrolidine-2,5-dione (5) and 3-(2,5-Dimethyl-
furan-3-yl)-4-(2,5-dimethylthiophen-3-yl)-1-(4-methoxyphenyl)-1H-
pyrrole-2,5-dione (6). A mixture of PdCl, (0.05 mmol), xantphos
(0.06 mmol), 3-((2,5-dimethylthiophen-3-yl)ethynyl)-2,5-dimethyl-
furan (1 mmol), 4-methoxyaniline (1 mmol), p-TsOH (0.8 mmol),
and THF (10 mL) was added to a Teflon tube that was placed in an
autoclave (volume = 30 mL). The autoclave was sealed and purged
with carbon monoxide to remove the air and then charged with CO
(30 atm). The reaction mixture was stirred at 125 °C for 12 h. After
cooling, the CO was released and 2,3-dichloro-5,6-dicyano-1,4-
benzoquinone (DDQ 1.2 equiv) was added and the resulting mixture
was stirred for 3 h at room temperature. The product was purified by
flash column chromatography on silica gel using ethyl acetate and
hexane as the eluent to afford the product in 76% yield.
3-(2,5-Dimethylfuran-3-yl)-4-(2,5-dimethylthiophen-3-yl)-1-(4-
methoxyphenyl)-2,5-dihydro-1H-pyrrole (7). Compound 6 (1 mmol)
was dissolved in dry THF (10 mL) and added dropwise to a
suspension of LiAlH, in THF. The reaction mixture was stirred for S h
at 0 °C, and then water (1 mL) and 15% NaOH solution (1 mL) were
added and the mixture was stirred for 1 h at 0 °C. Water (3 mL) was
added to the reaction mixture, and the product was extracted into
CH,Cl,. The solvent was removed under vacuum, and the product was
purified by flash column chromatography on silica gel using ethyl
acetate and hexane as the eluent to afford the product in 46% yield.
Spectroscopic Data. 71,3-Diphenylpyrrolidine-2,5-dione (3ab).
White solid (243 mg, 97% yield): mp 136—138 °C; 'H NMR (400
MHz, CDCl,) § 7.51 (td, J = 6.9, 1.6 Hz, 2H), 7.48—7.40 (m, 3H),
7.41-7.29 (m, SH), 423 (dd, ] = 9.8, 4.8 Hz, 1H), 3.42 (dd, ] = 18.6,
9.7 Hz, 1H), 3.04 (dd, J = 18.5, 4.8 Hz, 1H). *C NMR (101 MHz,
CDCL,) 6 176.6, 175.1, 137.2, 132.0, 129.3, 129.2, 128.7, 128.1, 127.4,
126.5, 46.0, 37.3. HRMS (ESI): calculated for C;sH;;NO, [M + Na]*
274.0844, found 274.0843.
1-(2,6-Dimethoxyphenyl)-3-phenylpyrrolidine-2,5-dione (3a;b;).
White solid (298 mg, 96% yield): mp 200—203 °C; 'H NMR (400
MHz, CDCL,) § 7.54—7.38 (m, 2H), 7.36 (dt, | = 8.6, 6.4 Hz, 3H),
6.53 (t, ] =2.2 Hz, 1H), 6.48 (d, ] = 2.2 Hz, 2H), 4.21 (dd, ] = 9.7, 4.8
Hz, 1H), 3.40 (dd, J = 18.5, 9.7 Hz, 1H), 3.03 (dd, ] = 18.5, 4.9 Hz,
1H). 3C NMR (101 MHz, CDCL,) 6 176.5, 175.0, 161.1, 137.1, 133.4,
129.3, 128.1, 1274, 105.0, 101.2, 55.6, 45.6, 37.2. HRMS (ESI):
calculated for C,sH;;NO, [M + Na]* 334.1055, found 334.1050.
1-(3-Fluorophenyl)-3-phenyipyrrolidine-2,5-dione (3a,b,). White
solid (247 mg, 92% yield): mp 146—148 °C; '"H NMR (400 MHz,
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CDCly) 6 7.55-7.30 (m, 6H), 7.21—-7.10 (m, 3H), 4.23 (dd, ] = 9.7,
4.8 Hz, 1H), 3.42 (dd, J = 18.6, 9.7 Hz, 1H), 3.05 (dd, ] = 18.6, 4.9 Hz,
1H). 3C NMR (101 MHz, CDCl,) 6 176.2, 174.7, 163.8, 161.4, 136.8,
1332, 133.1, 130.4, 130.3, 129.4, 1282, 127.4, 122.1, 122.1, 115.9,
115.7, 1142, 113.9, 459, 37.2. HRMS (ESI): calculated for
CsH;,FNO, [M + Na]* 292.0750, found 292.0748.

3-Phenyl-1-(o-tolyl)pyrrolidine-2,5-dione (3asbs;). White solid
(259 mg, 98% vyield): mp 162—163 °C; 'H NMR (400 MHg,
CDCly) 6 745 (t, ] = 7.0 Hz, 2H), 7.42—7.25 (m, 6H), 7.14 (dd, ] =
13.8, 7.8 Hz, 1H), 427 (td, ] = 9.9, 4.7 Hz, 1H), 3.45 (ddd, ] = 18.6,
9.7, 3.9 Hz, 1H), 3.07 (ddd, ] = 18.5, 10.6, 4.7 Hz, 1H), 2.21 (d, ] =
17.4 Hz, 3H). *C NMR (101 MHz, CDCL,) § 176.7, 175.3, 139.1,
137.1, 131.9, 129.2, 128.9, 128.7, 128.1, 126.5, 124.3, 46.0, 37.4, 21.5.
HRMS (ESI): calculated for C;;H;sNO, [M + Na]* 288.1000, found
288.0997.

N',N*-Bis(3-cyanophenyl)-2-phenylsuccinamide (3a,b,). White
solid (367 mg, 93% yield); 'H NMR (400 MHz, DMSO-d6) §
10.60 (s, 1H), 10.42 (s, 1H), 8.15—8.01 (m, 2H), 7.76 (ddt, J = 13.3,
7.5, 2.4 Hz, 2H), 7.57—7.20 (m, 9H), 4.27 (dd, ] = 9.8, 5.2 Hz, 1H),
326 (dd, J = 16.1, 9.7 Hz, 1H), 2.82 (dd, J = 16.1, 5.3 Hz, 1H). '*C
NMR (101 MHz, DMSO-d6) § 172.1, 170.4, 155.7, 140.4, 140.2,
139.6, 130.7, 129.1, 128.0, 127.7, 127.2, 127.1, 124.0, 123.9, 122.0,
1219, 119.1, 119.1, 112.0, 68.2, 48.3. HRMS (ESI): calculated for
C,H;iN,O, [M + Na]* 417.1328, found 417.1320.

1-Phenyl-3-(3-(trifluoromethyl)phenyl)pyrrolidine-2,5-dione
(3a,b;). White solid (249 mg, 93% yield): mp 170—173 °C; '"H NMR
(400 MHz, CDCl,) § 7.68—7.49 (m, 6H), 7.48—7.42 (m, 1H), 7.40—
7.32 (m, 2H), 4.31 (dd, ] = 9.8, 5.2 Hz, 1H), 3.46 (dd, ] = 18.5, 9.8 Hz,
1H), 3.05 (dd, J = 18.5, 5.2 Hz, 1H). *C NMR (101 MHz, CDCl;) §
175.9, 174.4, 137.8, 131.7, 130.8, 129.9, 129.3, 128.9, 126.4, 125.1,
124.5, 105.0, 45.5, 36.9. HRMS (ESI): calculated for C;,H;,F;NO, [M
+ Na]* 342.0718, found 342.0702.

3-(4-Methoxyphenyl)-1-phenylpyrrolidine-2,5-dione (3agbg).
White solid (297 mg, 93% yield): mp 170—173 °C; 'H NMR (400
MHz, CDCl;) § 7.55—7.47 (m, 2H), 7.46—7.40 (m, 1H), 7.38—7.33
(m, 2H), 7.29—7.24 (m, 2H), 6.99—6.93 (m, 2H), 4.18 (dd, ] = 9.7,
4.8 Hz, 1H), 3.85 (s, 3H), 3.40 (dd, J = 18.5, 9.7 Hz, 1H), 3.01 (dd, J
= 18.6, 4.8 Hz, 1H). 3C NMR (101 MHz, CDCL;) § 176.7, 175.2,
159.3, 132.0, 129.2, 129.0, 128.7, 128.4, 126.5, 114.7, 55.4, 45.3, 31.1.
HRMS (ESI): calculated for C;;H;sNO; [M + Na]* 304.0950, found
304.0951.

1-Phenyl-3-(m-tolyl)pyrrolidine-2,5-dione (3agbg). White solid
(249 mg, 94% vyield): mp 180—181 °C; 'H NMR (400 MHpg,
CDCl,) 6 7.57—7.40 (m, 3H), 7.30 (m, 3H), 7.19 (m, 3H), 4.19 (dd, J
=9.7,4.7 Hz, 1H), 3.40 (dd, ] = 18.6, 9.7 Hz, 1H), 3.03 (dd, ] = 18.6,
4.7 Hz, 1H), 2.41 (s, 3H). *C NMR (101 MHz, CDCl;) § 176.73,
175.3, 139.1, 137.1, 132.0, 129.2, 128.9, 128.7, 128.1, 126.5, 124.3,
46.0, 37.4, 21.5. HRMS (ESI): calculated for C;,H;sNO, [M + Na]*
288.1000, found 288.1003.

3-Benzyl-1-phenylpyrrolidine-2,5-dione (3a;yb;4). White solid
(238 mg, 90% vyield): mp 148—150 °C; 'H NMR (400 MHz,
CDCly) § 7.53—7.30 (m, 6H), 7.28—7.17 (m, 4H), 3.43—3.22 (m,
2H), 3.12 (dd, J = 13.8, 8.0 Hz, 1H), 2.92 (dd, ] = 18.5, 9.1 Hz, 1H),
2.68 (dd, ] = 18.5, 4.7 Hz, 1H). *C NMR (101 MHz, CDCl,) 6 178.2,
1752, 136.7, 131.8, 129.2, 129.2, 128.9, 128.6, 127.3, 126.5, 41.3, 36.6,
33.4. HRMS (ESI): calculated for C;;H;{NO, [M + Na]* 288.1000,
found 288.1003.

N-Phenyl-2-(trimethylsilyl)acrylamide (3a;;b,;). White solid (191
mg, 87% yield); '"H NMR (400 MHz, CDCl;) 6 7.62 (d, ] = 7.7 Hg,
2H), 7.43—7.32 (m, 3H), 7.26 (d, ] = 18.5 Hz, 1H), 7.15 (d, ] = 14.8
Hz, 1H), 6.37 (d, ] = 18.5 Hz, 1H), 0.19 (s, 9H). *C NMR (101
MHz, CDCl;) 6 163.1, 145.8, 137.9, 136.9, 129.0, 124.4, 119.9, —1.73;
HRMS (ESI): calculated for C;,H;,NOSi [M + Na]* 242.0977, found
242.0977.

3-Butyl-1-phenylpyrrolidine-2,5-dione (3a;,b;,). White solid (215
mg, 93% yield): mp 70—71 °C; 'H NMR (400 MHz, CDCL,) & 7.54—
7.45 (m, 2H), 7.46—7.37 (m, 1H), 7.37—7.26 (m, 2H), 3.30—2.79 (m,
2H), 2.64—2.55 (m, 1H), 2.12—1.95 (m, 1H), 1.52—1.32 (m, SH),
1.01-0.93 (m, 3H). C NMR (101 MHz, CDCl,) § 179.0, 175.7,
132.0, 129.1, 128.5, 126.5, 40.0, 34.6, 31.2, 28.8, 22.4, 13.9. HRMS
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(ESD): calculated for C,H;;NO, [M + Na]* 254.1157, found
254.1157.

3,4-Diethyl-1-phenylpyrrolidine-2,5-dione (3a;3b;3). White solid
(213 mg, 92% yield): mp 65—66 °C; '"H NMR (400 MHz, CDCl,) §
7.69—7.55 (m, 2H), 7.46 (s, 1H), 7.42—7.32 (m, 2H), 7.19=7.08 (m,
1H), 6.26 (t,J = 7.3 Hz, 1H), 2.44 (q, ] = 7.5 Hz, 2H), 2.25 (p, ] = 7.5
Hz, 2H), 1.11 (td, ] = 7.6, 2.1 Hz, 6H). *C NMR (101 MHz, CDCl,)
5 167.7, 138.8, 1382, 136.5, 129.0, 124.1, 119.9, 21.4, 20.5, 13.8.
HRMS (ESI): calculated for C,,H;;NO, [M + Na]* 254.1157, found
254.1157.

3-Butyl-4-methyl-1-phenylpyrrolidine-2,5-dione (3a;4b;,). White
solid (225 mg, 92% vyield): mp 7576 °C; 'H NMR (400 MHz,
CDCly) 6 7.52—7.46 (m, 2H), 7.40 (ddd, J = 6.6, 4.8, 1.9 Hz, 1H),
7.31 (dd, J = 8.4, 1.2 Hz, 2H), 2.70 (qd, ] = 7.3, 5.3 Hz, 1H), 2.57 (dt,
J=8.7,5.0 Hz, 1H), 2.10—1.94 (m, 1H), 1.80—1.63 (m, 1H), 1.48 (d,
J=7.3 Hz, 4H), 1.42 (ddd, J = 11.0, 7.0, 3.9 Hz, 3H), 0.97 (t, ] = 7.1
Hz, 3H); 3C NMR (101 MHz, CDCL,) § 178.9, 178.1, 132.1, 129.1,
128.4, 126.4, 48.1, 41.1, 30.6, 28.9, 22.6, 16.6, 13.9. HRMS (ESI):
calculated for C;sH;;NO, [M + Na]* 268.1308, found 268.1313.

1,3,4-Triphenylpyrrolidine-2,5-dione (3a;sb;s). White solid (294
mg, 90% yield): mp 243—244 °C; '"H NMR (400 MHz, CDCl;) § 7.53
(m, 2H), 7.49—7.34 (m, 10H), 7.34—7.29 (m, 3H), 4.26 (s, 2H). *C
NMR (101 MHz, CDCl,) § 175.6, 136.6, 132.0, 129.4, 129.2, 128.8,
128.2, 127.7, 126.5, 55.5. HRMS (ESI): calculated for C,,H;,NO, [M
+ Na]* 350.1157, found 350.1154.

B ASSOCIATED CONTENT

© Supporting Information
NMR spectra of all new compounds. This material is available
free of charge via the Internet at http://pubs.acs.org.

B AUTHOR INFORMATION

Corresponding Authors

*E-mail: huizhenliu@epfl.ch (H.L.).

*E-mail: paul.dyson@epfl.ch (P,J.D.).

Notes

The authors declare no competing financial interest.

B ACKNOWLEDGMENTS

This work was supported by the EPFL and the Swiss National
Science Foundation. We also thank Dr. Peng Gao (Laboratory
of Photonics and Interfaces, EPFL) for helpful discussions.

B REFERENCES

(1) (a) Peter, M. G; Snatzke, G.; Snatzke, F.; Nagarajan, K. N,;
Schmid, H. Helv. Chim. Acta 1974, 57, 32. (b) Bochis, R. J.; Fisher, M.
H. Tetrahedron Lett. 1968, 9, 1971.

(2) Matsumoto, K.; Nagashima, K.; Kamigauchi, T.; Kawamura, Y.;
Yasuda, Y.; Ishii, K,; Uotani, N.; Sato, T.; Nakai, H.; Terui, Y.; Kikuchi,
J.; Ikenisi, Y.; Yoshida, T.; Kato, T.; Itazaki, H. J. Antibiot. 1995, 48,
439.

(3) (a) Hargreaves, M. K; Pritchard, J. G.; Dave, H. R. Chem. Rev.
1970, 70, 439. (b) Kamitori, Y.; Hojo, M.; Masuda, R.; Kimura, T.;
Yoshida, T. J. Org. Chem. 1986, S1, 1427. (c) Rad-Moghadam, K;
Kheyrkhah, L. Synth. Commun. 2009, 39, 2108. (d) Abell, A. D;
Oldham, M. D. J. Org. Chem. 1997, 62, 1509. (e) Barker, D.; Lin, D. H.
S.; Carland, J. E.; Chu, C. P. Y.; Chebib, M.; Brimble, M. A,; Savage, G.
P; McLeod, M. D. Bioorg. Med. Chem. 2005, 13, 4565. (f) de
Figueiredo, R. M.; Voith, M.; Frhlich, R,; Christmann, M. Synlett 2007,
391. (g) Luzzio, F. A. Sci. Synth. 2008, 21, 259. (h) Reddy, P. Y
Kondo, S.; Toru, T.; Ueno, Y. J. Org. Chem. 1997, 62, 2652.

(4) Da Settimo, A.; Primofiore, G.; Da Settimo, F.; Simorini, F.; La
Motta, C.; Martinelli, A.; Boldrini, E. Eur. ]. Med. Chem. 1996, 31, 49.

(S) Mehta, N. B,; Phillips, A. P.; Lui, F. F.; Brooks, R. E. J. Org. Chem.
1960, 25, 1012.

(6) Takaya, H.; Yoshida, K; Isozaki, K,; Terai, H.; Murahashi, S.-I.
Angew. Chem. 2003, 115, 3424; Angew. Chem., Int. Ed. 2003, 42, 3302.

391

(7) (a) Domingo, L. R;; Aurell, M. J.; Arno, M. Tetrahedron 2009, 65,
3432. (b) Li, G. Q; Li, Y;; Dai, L. X;; You, S. L. Adv. Synth. Catal.
2008, 350, 1258. (c) Li, G. Q; Li, Y,; Dai, L. X;; You, S. L. Org. Lett.
2007, 9, 3519. (d) Alcaide, B.; Almendros, P.; Cabrero, G.; Ruiz, M. P.
Chem. Commun. 2007, 4788.

(8) Driller, K. M; Klein, H; Jackstell, R;; Beller, M. Angew. Chem.
2009, 121, 6157; Angew. Chem., Int. Ed. 2009, 48, 6041.

(9) (a) Inoue, S.; Shiota, H.; Fukumoto, Y.; Chatani, N. J. Am. Chem.
Soc. 2009, 131, 6898. (b) Worlikar, S. A.; Larock, R. C. J. Org. Chem.
2008, 73, 7175.

(10) (a) Shintani, R.; Duan, W. L.; Nagano, T.; Okada, A.; Hayashi,
T. Angew. Chem. 2005, 117, 4687; Angew. Chem., Int. Ed. 2005, 44,
4611. (b) Shintani, R,; Duan, W. L.; Hayashi, T. J. Am. Chem. Soc.
2006, 128, 5628. (c) Iyer, P. S; Malley, M. M. O.; Lucas, M. C.
Tetrahedron Lett. 2007, 48, 4413.

(11) Zhang, J.; Senthilkumar, M.; Ghosh, S. C.; Hong, S. H. Angew.
Chem., Int. Ed. 2010, 122, 653S.

(12) (a) Li, C.J.; Trost, B. M. Proc. Natl. Acad. Sci. U.S.A. 2008, 105,
13197. (b) Trost, B. M. Science 1991, 254, 1471.

(13) (a) Martinelli, J. R;; Clark, T. P.; Watson, D. A,; Munday, R. H.;
Buchwald, S. L. Angew. Chem., Int. Ed. 2007, 46, 8460. (b) Albaneze-
Walker, J; Bazaral, C.; Leavey, T.; Dormer, P. G.; Murry, J. A. Org.
Lett. 2004, 6, 2097. (c) Munday, R. H.; Martinelli, J. R.; Buchwald, S.
L. J. Am. Chem. Soc. 2008, 130, 2754. (d) Martinelli, J. R.; Freckmann,
D. M. M,; Buchwald, S. L. Org. Lett. 2006, 8, 4843. (e) Deagostino, A.;
Larini, P.; Occhiato, E. G.; Pizzuto, L.; Prandi, C.; Venturello, P. . Org.
Chem. 2008, 73, 1941. (f) Anne, B; Helfried, N.; Matthias, B. Angew.
Chem.,, Int. Ed. 2009, 48, 4114.

(14) (a) Lee, S. L; Son, S. U,; Chung, Y. K. Chem. Commun. 2002,
1310. (b) Fang, X. J,; Jackstell, R.; Beller, M. Angew. Chem., Int. Ed.
2013, 52, 14089. (c) Liu, H. Z.; Yan, N.; Dyson, P. J. Chem. Commun.
2014, 50, 7848.

(15) (a) Suleiman, R.; Tijani, J.; Ali, B. E. Appl. Organomet. Chem.
2010, 24, 38. (b) Anne, B.; Helfried, N.; Matthias, B. ChemCatChem
2009, 1, 28. (c) Li, Y.; Alper, H,; Yu, Z. K. Org. Lett. 2006, 8, 5199.
(d) Park, J. H; Kim, S. Y.; Kim, S. M.; Chung, Y. K. Org. Lett. 2007, 9,
2465. (e) El Ali, B,; El-Ghanam, A. M, Fettouhi, M.; Tijani, J.
Tetrahedron Lett. 2000, 41, S761. (f) El Ali, B.; Tijani, J.; El-Ghanam,
A. M. Appl. Organomet. Chem. 2002, 16, 369—376. (g) El Ali, B;
Tijani, J.; El-Ghanam, A. M. J. Mol. Catal. A 2002, 187, 17. (h) El Al
B.; Tijani, J. Appl. Organomet. Chem. 2003, 17, 921. (i) Matteoli, U.;
Scrivanti, A.; Beghetto, V. J. Mol. Catal. A 2004, 213, 183.

(16) van Leeuwen, P. W. N. M,; Kamer, P. C. J; Reek, J. N. H;
Dierkes, P. Chem. Rev. 2000, 100, 2741.

(17) Prateeptongkum, S.; Driller, K. M.; Jackstell, R.; Spannenberg,
A.; Beller, M. Chem.—Eur. ]. 2010, 16, 9606.

(18) Rankin, G. A.; Anestis, D. K; Valentovic, M. A.; Sun, H.; Triest,
W. E. Toxicology 2007, 240, 38.

(19) Maser, H,; Pissiotas, G.; Brunner, H. G.; Bohner, B.; Baumann,
M. U.S. Patent 4,804,400, 1989.

(20) Xu, G. Q;; Guo, P; Zhang, C.; He, Q. J; Yang, B,; Hu, Y. Z.
Chem. Pharm. Bull. 2007, 55 (9), 1302.

(21) Chen, Y,; Zeng, D. X; Xie, N; Dang, Y. Z. J. Org. Chem. 2008,
70, 5001.

(22) Fang, X. J.; Zhang, M.; Jackstell, R.; Beller, M. Angew. Chem., Int.
Ed. 2013, 52, 4645.

dx.doi.org/10.1021/j0502412v | J. Org. Chem. 2015, 80, 386—391


http://pubs.acs.org
mailto:huizhen.liu@epfl.ch
mailto:paul.dyson@epfl.ch

