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a-Amido sulfones undergo aza-Morita-Baylis-Hillman reaction efficiently with alkyl acrylates under
neat conditions in the presence of DABCO at room temperature. These sulfones generate aryl imines in
the presence of DABCO and form the corresponding adducts in high yields (85-94%) within 9-12 h.
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1. Introduction

The Morita-Baylis-Hillman reaction involves the coupling of an
activated vinylic system with an electrophile in the presence of
a catalyst, generally a phosphine or a tertiary amine, leading to the
formation of multifunctional molecule, known as adduct.! The re-
action can also be catalyzed by a Lewis acid, such as TiCl4 without
direct use of a Lewis base.? The original process uses an aldehyde as
an electrophile and appears as a useful carbon-carbon bond-
forming method. If the aldehyde is replaced by an imine the re-
action is known as the aza-Morita-Baylis-Hillman reaction>
(Scheme 1). This reaction results in the formation of an a-meth-
ylene B-amino carbonyl compound and in particular, of an a-meth-
ylene B-amino ester when an acrylate is employed as a Michael
acceptor.

The o-methylene B-amino esters are highly useful in the syn-
thesis of various valuable compounds such as cinnamic acid de-
rivatives, amino acid analogues, peptides, pB-lactams and other
nitrogen heterocycles.** The aza-Morita—Baylis—Hillman reaction
is thus an important method for the preparation of the starting
materials for the synthesis of these compounds.

* Part 167 in the series, ‘Studies on Novel Synthetic Methodologies'.
* Corresponding author. Tel./fax: +91 40 27160512.
E-mail address: biswanathdas@yahoo.com (B. Das).
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Scheme 1. Morita-Baylis-Hillman reaction and its aza-version.

The reactions between sulfonylimines and activated olefins in
the presence of DABCO as a catalyst required high temperatures
and long reaction times.3*~ Moreover, imines, in general, tend to be
unstable during purification process. Therefore, alternative
methods involving the in situ generation of imines from amines
and aldehydes are more attractive.® However, still the harsh re-
action conditions, complex experimental procedures, long reaction
period and unsatisfactory yields are the drawbacks in many of these
methods.

An alternative access to a-methylene f-amino carbonyl com-
pounds has been discovered starting from Morita-Baylis-Hillman
adducts by converting them to the corresponding allyl bromides,
acetates or related derivatives followed by treatment with amines.”
However, such conversions require multistep transformations
and in several cases the overall times are long, yields are low and
regioisomers are formed. Here, we wish to report a convenient and
efficient method for the preparation of z-methylene f-amino esters
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involving a-amido sulfones. The a-amido sulfones can be conve-
niently prepared?® from aldehydes, sodium salt of p-toluene sulfinic
acid and benzylcarbamate. Most of the z-amido sulfones are stable
solids and can be stored for prolonged times. A variety of nucleo-
philic reagents® can be used for reactions with these ¢-amido sul-
fones including organometallic reagents, stable carbanions,
heteronucleophiles and reducing agents. Earlier, we have utilized
these compounds in Sakurai reactions for the synthesis of homo-
allylic amines.!° The ¢-amido sulfones have been employed now for
the synthesis of a-methylene B-amino esters.

2. Results and discussions

In continuation of our work'! on the Morita-Baylis—Hillman
reaction we have observed that a-amido sulfones are novel sub-
strates for the aza-version of this reaction (Scheme 2). The reaction
was conducted in the presence of DABCO at room temperature. The
corresponding a-methylene B-amino esters were formed in high
yields (85-94%) within 9-12 h.
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Scheme 2. aza-Morita-Baylis-Hillman reaction of ¢-amido sulfones.

Initially the effects of solvents (Table 1) and catalysts (Table 2)
on the above reaction were carefully studied. The ¢-amido sulfone

Table 1
Effect of solvent on the aza-Morita-Baylis-Hillman reaction of a-amido sulfones?®
Ph SO, Tol + | OMe Ph/KWKOMe
1a 2a 3a

o +

%\/\H/OMQ

o

4a 0
Entry Solvent Methyl acrylate Time (h) Yield® (%)
(x mmol)

1 CH,Cl, 5 24 10
2 CH,Cl, 10 24 20
3 CHCl5 5 24 10
4 CHCl5 10 24 15
5 THF 5 24 40
6 THF 10 24 55
7 1,4-Dioxane 5 24 45
8 1,4-Dioxane 10 24 60
9 EtOAc 5 24 Trace
10 EtOAc 10 24 10
11 MeOH 5 24 Trace
12 MeOH 10 24 <10
13 Neat 5 24 10
14 Neat 10 24 20
15 Neat 15 24 35
16 Neat 20 11 60
17 Neat 20 24 80
18 Neat 25 11 90
19 Neat 25 24 92

@ Reaction conditions: 1a (1 mmol), 2a (x mmol) and DABCO (1 mmol) in solvent
(5 mL) at RT.
b Yields of isolated, pure compounds after column chromatography.

Table 2
Effect of catalyst on the aza-Morita-Baylis-Hillman reaction of ¢-amido sulfones®
NHCbz O
oz catalyst
Ph” >S0,Tol ﬁ OMe 1t Ph)\ﬂ/‘LOMG
1a 2a 3a

?

ﬁ \/\”/ OMe

O

4a o
Entry Catalyst Catalyst loading Time (h) Yield® (%)
(mmol)

1 DABCO 0.25 24 35
2 DABCO 0.50 24 50
3 DABCO 0.75 11 60
4 DABCO 0.75 24 75
5 DABCO 1.00 11 90
6 DBU 1.00 24 55
7 PPhs 1.00 11 65
8 PPh; 1.00 24 85
5) DMAP 1.00 24 35

4 Reaction conditions: 1a (1 mmol) and 2a (25 mmol) at RT.
b Yields of isolated, pure compounds after column chromatography.

1a (Ar=Ph) was treated with methyl acrylate in the presence of
DABCO (a general catalyst for Morita-Baylis-Hillman reaction) at
room temperature in various solvents as well as under neat
conditions.

The yield of the product 3a (Ar=Ph) was found to be the best
(91%) when no solvent was used. Different other catalysts such as
DBU, PPhs and DMAP were also used for the above reaction.
However, DABCO was found to be the most effective to carry out the
reaction. These results thus guided us to use DABCO under neat
conditions for the subsequent reactions. Recently, some aza-Mor-
ita-Baylis-Hillman reactions have also been carried out under neat
conditions.'?

A series of adducts, a-methylene f-amino esters have been pre-
pared from various a-amido sulfones by treatment with methyl ac-
rylate (Table 3). The amine group in these o-amido sulfones was
protected by Cbz (benzyloxycarbonyl) group, which can more easily
be deprotected in the products compared to the tosyl group.> The o-
amido sulfones derived from aromatic aldehydes containing both
electron-donating and electron-withdrawing groups underwent
the conversion smoothly. Different heterocyclic aldehydes were also
used to prepare these adducts. However, in the case of aliphatic a-
amido sulfones enecarbamates was only formed and this finding is in
agreement with the earlier observation.! Instead of methyl acrylate

Table 3
The aza-Morita-Baylis-Hillman reaction of a-amido sulfones with alkyl acrylate
(Scheme 2)?

Entry o-Amido sulfone Alkyl acrylate  Product 3° Time (h)  Yield® (%)
1 CeHs 2a 3a 1 90
2 CeHs 2b 3b 1 89
3 4-Cl-CgHy 2a 3c 10 92
4 4-MeO-CgHy 2a 3d 9 93
5 3,4-(MeO),-CgH3 2a 3e 10 92
6 3,4,5-(Me0);-CgH,  2a 3f 10 90
7 Vanilyl 2a 3g 10 91
8 4-NO,-CgHa 2a 3h 12 85
9 3-NO,-CgHy 2a 3i 12 88
10 4-Tolyl 2a 3j 10 91
11 4-Isopropylphenyl  2a 3k 10 90
12 2-Napthyl 2a 31 11 88
13 Furan-2-yl 2a 3m 10 93
14 Thiophene-2-yl 2a 3n 10 94

@ Reaction conditions: 1 (1 mmol), 2 (25 mmol) and DABCO (1 mmol) at RT.

b Structures of these compounds were determined from their NMR ('H and '3C),
MS and IR data.

€ Yields of isolated, pure compounds after column chromatography.
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when ethyl acrylate was used the conversion showed almost similar
results. For example, the reaction of 1a (Ar=Ph) with methyl and
ethyl acrylates afforded the corresponding aza-adducts in the yields
of 91 and 89%, respectively, in 11 h (Table 3; entries 1 and 2).

The plausible mechanism of the conversion is discussed as fol-
lows. The reaction of a-amido sulfones (1) with DABCO produces
the Cbz-protected aryl imines along with p-toluenesulfinate ion.!*
The latter undergoes the oxa-Michael addition with alkyl acrylate
to form the by-product, alkyl-3-(p-tolylsulfinyloxy) propanoate (4).
The Cbz-protected aryl imines, on the other hand, react with alkyl
acrylate in the presence of DABCO following the general mecha-
nism of the Morita-Baylis-Hillman reaction' to form the adducts,
a-methylene B-amino esters (3) (Scheme 3). The whole process can
be considered as tandem elimination-addition reaction that can be
carried out using DABCO-alkyl acrylate couple.
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Scheme 3. Proposed reaction mechanism.

In the present reaction if the sulfone 1 and the acrylate 2 were
used in 1:1 mole ratio, only thia-Michael addition product 4 was
formed.

3. Conclusions

In conclusion, we have developed a novel and efficient method
for the preparation of a-methylene f-amino esters through the aza-
Morita-Baylis-Hillman reaction involving a-amido sulfones and
alkyl acrylates in the presence of DABCO at room temperature. The
mild reaction conditions, solvent-free procedure, high yields, short
reaction times and the formation of single regioisomer are the
advantages of the method.

4. Experimental
41. General methods

Melting points were measured on a Buchi-510 apparatus and are
uncorrected. The spectra were recorded with the following

instruments; IR: Perkin-Elmer RX1 FTIR spectrophotometer; NMR:
Varian Gemini 200 MHz ('H) and 50 MHz ('3C) spectrometer;
FABMS: VG-Autospec micromass and HRMS: QSTAR XL, Hybrid MS
system (Applied Biosystems). Column chromatography was per-
formed with silica gel (BDH 100-200 mesh) and TLC with silica gel
GF,54 pre-coated plates. Visualization was accomplished with UV
lamp or I, stains. All chemicals were used as commercially avail-
able. a-Amido sulfones 1 have been prepared by reported method.®
Organic extracts were dried over anhydrous NaySO4.

4.2. General experimental procedure

To a mixture of a-amido sulfone 1 (1 mmol) and alkyl acrylate
(215 g of methyl acrylate or 2.5¢g of ethyl acrylate, 25 mmol)
DABCO (112 mg, 1 mmol) was added and the mixture was stirred at
room temperature. The reaction was monitored by TLC. After
completion 5% aqueous HCl (10 mL) was added and the mixture
was extracted with EtOAc (3x10 mL). The extract was dried over
anhydrous NaySO4 and concentrated. The residue was subjected to
column chromatography over silica gel (EtOAc/hexane; 15:85 to
25:75) to obtain the adduct 3 and the by-product 4.

4.3. Typical experimental procedure

4.3.1. Methyl 3-benzyloxycarbonylamino-3-phenyl-2-methylene
propanoate (3a)

Following Section 4.2, a-amido sulfone 1a (395 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (15% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3a (292.5 mg, 90%)
as a colourless liquid; Rf(30% EtOAc/hexane) 0.42; IR (neat): 3338,
1722,1500,1447,1230 cm~'; TH NMR (200 MHz, CDCl3): § 7.39-7.21
(10H, m, Ar-H), 6.32 (1H, s, H,C=C), 5.91 (1H, s, H,C=C), 5.78 (1H,
d, J 8.8 Hz, -NH-), 5.69 (1H, d, J 8.8 Hz, -CH-NH-), 5.10 (2H, s,
—OCH,-Ph), 3.66 (3H, s, -OCH3); *C NMR (50 MHz, CDCl3): 6 166.2,
156.4,139.7,136.5, 128.8, 128.7, 128.3, 127.8, 127.2, 126.6, 67.2, 56.9,
52.1; FABMS: m/z 326 [MH]", 348 [MNa]"; HRMS (ESI): [MNa]*,
found 348.1211. C1gH19NO4Na requires 348.1211.

4.3.2. Ethyl 3-benzyloxycarbonylamino-3-phenyl-2-methylene
propanoate (3b)

Following Section 4.2, a-amido sulfone 1b (395 mg, 1 mmol),
ethyl acrylate 2b (2.5 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (15% EtOAc/
hexane), the aza-Morita-Baylis—Hillman adduct 3b (301.7 mg, 89%)
as a colourless liquid; R{(BO% EtOAc/hexane) 0.46; IR (neat): 3344,
1718,1500, 1232 cm’l; H NMR (200 MHz, CDCl3): 6 7.40-7.18 (10H,
m, Ar-H), 6.34 (1H, s, H,C—=C), 5.89 (1H, s, H,C=C), 5.75 (1H, d, J
8.7 Hz, -NH-), 5.70 (1H, d, J 8.7 Hz, CH-NH-), 5.10 (2H, s, -OCH,-
Ph), 4.11 (2H, q, ] 7.0 Hz, -OCH,CH3), 1.18 (3H, t, 7.0 Hz, -OCH,CH3);
13C NMR (50 MHz, CDCl3): 6 165.8, 155.8, 140.2, 139.9, 136.6, 128.8,
128.7, 128.4, 127.8, 126.9, 126.7, 67.2, 61.1, 56.9, 14.2; FABMS: m/z
340 [MH]", 362 [MNa]*; HRMS (ESI): [MNa]*, found 362.1377.
CyoH21NO4Na requires 362.1368.

4.3.3. Methyl 3-benzyloxycarbonylamino-3-(4-chlorophenyl)-
2-methylene propanoate (3c)

Following Section 4.2, a-amido sulfone 1c (429.5 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (20% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3¢ (330.7 mg, 92%)
as a pale yellow colour solid; Ry (35% EtOAc/hexane) 0.52; mp: 61-
63°C; IR (KBr): 3440, 1719, 1688, 1528, 1285cm™'; 'H NMR
(200 MHz, CDCl3): 6 7.38-7.13 (9H, m, Ar-H), 6.32 (1H, s, H,C=C),
5.91 (1H, s, HyC=C), 5.80 (1H, d, J 8.9 Hz, -NH-), 5.65 (1H, d, J
8.9 Hz, CH-NH-), 5.11 (1H, d, J 12.0 Hz, -OCH,-Ph), 5.04 (1H, d, J
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12.0 Hz, -OCH,-Ph), 3.68 (3H, s, -OCH3); >C NMR (50 MHz, CDCl3):
0 166.0, 155.7, 139.4, 138.3, 136.3, 133.6, 128.9, 128.7, 128.4, 128.1,
127.9,127.7,67.3, 56.5, 52.2; FABMS: m/z 360, 362 [MH]™, 382, 384
[MNa]*; HRMS (ESI): [MNa]", found 382.0831. C1gH1gCINO4Na re-
quires 382.0822.

4.3.4. Methyl 3-benzyloxycarbonylamino-3-(4-methoxyphenyl)-
2-methylene propanoate (3d)

Following Section 4.2, a-amido sulfone 1d (425 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (20% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3d (330.2 mg, 93%)
as a white colour solid; Ry (35% EtOAc/hexane) 0.46; mp: 66-68 °C;
IR (KBr): 3344, 1720, 1509, 1245 cm~'; "H NMR (200 MHz, CDCls):
0 7.38-7.23 (5H, m, Ar-H), 7.14 (2H, d, ] 8.0 Hz, Ar-H), 6.79 (2H, d, J
8.0 Hz, Ar-H), 6.32 (1H, s, H,C=C), 5.88 (1H, s, HC=C), 5.63 (2H, br
s, -NH- and CH-NH-), 5.08 (2H, s, -OCH;,-Ph), 3.75 (3H, s, -OCH3),
3.67 (3H, s, -OCH3); 3C NMR (50 MHz, CDCl3): 6 166.0,158.9, 155.4,
139.9, 136.3, 131.5, 128.4, 128.1, 127.7, 126.3, 113.9, 66.9, 56.0, 55.1,
51.9; FABMS: m/z 356 [MH]*, 378 [MNa|*; HRMS (ESI): [MNa]*,
found 378.1322. C;0H21NOsNa requires 378.1317.

4.3.5. Methyl 3-benzyloxycarbonylamino-3-(3,4-dimethoxy-
phenyl)-2-methylene propanoate (3e)

Following Section 4.2, a-amido sulfone 1e (455 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (20% EtOAc/
hexane), the aza-Morita-Baylis—Hillman adduct 3e (354.2 mg, 92%)
as a white colour solid; Rf(35% EtOAc/hexane) 0.39; mp: 76-78 °C;
IR (KBr): 3351, 1722, 1513, 1459, 1258 cm™!; TH NMR (200 MHz,
CDCl3): ¢ 7.41-7.24 (5H, m, Ar-H), 6.76 (3H, br s, Ar-H), 6.31 (1H, s,
H,C=C), 5.89 (1H, s, H,C=C), 5.63 (2H, br s, -NH- and CH-NH-),
5.10 (1H, d, ] 12.0 Hz, -OCH,-Ph), 5.04 (1H, d, ] 12.0 Hz, ~-OCH,-Ph),
3.85 (3H, s, —~OCH3), 3.82 (3H, s, -OCH3), 3.69 (3H, s, —-OCH3); 3C
NMR (50 MHz, CDCl3): § 166.1,155.5,149.1,148.6, 140.0, 136.4,132.2,
128.5,128.2,126.4, 118.7, 111.2, 110.2, 67.0, 56.4, 55.9, 51.9; FABMS:
mfz 408 [MNa]"; HRMS (ESI): [MNa]", found 408.1429.
C21H23NOgNa requires 408.1423.

4.3.6. Methyl 3-benzyloxycarbonylamino-3-(3,4,5-trimethoxy-
phenyl)-2-methylene propanoate (3f)

Following Section 4.2, a-amido sulfone 1f (485 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (25% EtOAc/
hexane), the aza-Morita-Baylis—Hillman adduct 3f (373.5 mg, 90%)
as a white colour solid; Rf(45% EtOAc/hexane) 0.57; mp: 79-82 °C;
IR (KBr): 3350, 1721, 1592, 1502, 1234 cm’l; TH NMR (200 MHz,
CDCl3): ¢ 7.40-7.22 (5H, m, Ar-H), 6.45 (2H, s, Ar-H), 6.31 (1H, s,
H,C=C), 5.88 (1H, s, H,C=C), 5.73 (1H, d, ] 8.8 Hz, -NH-), 5.61 (1H,
d,] 8.8 Hz, CH-NH-),5.12 (1H, d, ] 12.0 Hz, -OCH,-Ph), 5.05 (1H, d,J
12.0 Hz, -OCH,-Ph), 3.78 (6H, s, 2x-0CH3), 3.74 (3H, s, —-OCH3),
3.70 (3H, s, —~OCH3); *C NMR (50 MHz, CDCl3): 6 166.1,155.5, 153.3,
139.8, 137.5,136.4, 135.2, 130.0, 128.5, 128.1, 126.7, 103.8, 66.9, 60.7,
56.7, 56.1, 52.0; FABMS: m/z 438 [MNa]*; HRMS (ESI): [MNa]*,
found 438.1539. C,H,5N07Na requires 438.1528.

4.3.7. Methyl 3-benzyloxycarbonylamino-3-(4-hydroxy-3-
methoxyphenyl)-2-methylene propanoate (3g)

Following Section 4.2, a-amido sulfone 1g (441 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (25% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3g (337.6 mg, 91%)
as a pale yellow colour liquid; Rf (50% EtOAc/hexane) 0.44; IR
(neat): 3360, 1718, 1514, 1276 cm™~'; 'H NMR (200 MHz, CDCl5):
0 735-7.23 (5H, m, Ar-H), 6.80-6.18 (3H, m, Ar-H), 6.30 (1H, s,
H,C=C), 5.87 (1H, s, HC=C), 5.62 (1H, d, ] 8.9 Hz, -NH-), 5.61 (1H,

d, J 8.9 Hz, CH-NH-), 5.49 (1H, br s, -OH), 5.11 (1H, d, J 12.0 Hz,
-OCH,-Ph), 5.06 (1H, d, J 12.0 Hz, -OCH,-Ph), 3.83 (3H, s, -OCH3),
3.69 (3H, s, ~OCH3); >C NMR (50 MHz, CDCl3): 6 166.2, 155.5,146.7,
145.3,140.0,136.4, 131.5, 128.5, 128.2, 126.3, 119.3, 114.5, 109.6, 67.0,
56.5, 55.9, 52.0; FABMS: m/z 394 [MNa]*; HRMS (ESI): [MNa]",
found 394.1276. C;oH21NOgNa requires 394.1266.

4.3.8. Methyl 3-benzyloxycarbonylamino-3-(4-nitrophenyl)-
2-methylene propanoate (3h)

Following Section 4.2, a-amido sulfone 1h (440 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (25% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3h (314.5 mg, 85%)
as a pale yellow colour solid; Ry (45% EtOAc/hexane) 0.50; mp: 72—
74°C; IR (KBr): 3346, 1722, 1521, 1348, 1236cm '; 'H NMR
(200 MHz, CDCl3): 6 8.17 (2H, d, ] 8.0 Hz, Ar-H), 7.45 (2H, d, ] 8.0 Hz,
Ar-H), 7.40-7.22 (5H, m, Ar-H), 6.39 (1H, s, H,C=C), 6.02 (1H, s,
H,C=C),5.98 (1H, d,J 8.8 Hz, -NH-), 5.73 (1H, d, J 8.8 Hz, CH-NH-),
512 (1H, d, ] 12.0 Hz, -OCH,-Ph), 5.09 (1H, d, J 12.0 Hz, -OCH,-Ph),
3.70 (3H, s, ~OCH3); '*C NMR (50 MHz, CDCl3): 6 165.8,155.9, 147.5,
147.3,138.2,136.2,129.2, 128.8, 128.6, 128.5, 127.3, 124.0, 67.6, 57.0,
52.5; FABMS: m/z 371 [MH]", 393 [MNa]"; HRMS (ESI): [MNa]",
found 393.1055. C1gH1gN,0gNa requires 393.1062.

4.3.9. Methyl 3-benzyloxycarbonylamino-3-(3-nitrophenyl)-
2-methylene propanoate (3i)

Following Section 4.2, o-amido sulfone 1i (440 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (25% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3i (325.6 mg, 88%)
as a pale yellow colour solid; Ry (45% EtOAc/hexane) 0.55; mp: 69—
72°C; IR (KB): 3338, 1721, 1530, 1349, 1232cm™!; 'H NMR
(200 MHz, CDCl3): 6 8.18-8.09 (2H, m, Ar-H), 7.62 (1H, d, J 8.0 Hz,
Ar-H), 7.50 (1H, t, ] 8.0 Hz, Ar-H), 7.40-7.24 (5H, m, Ar-H), 6.42 (1H,
s, H,C=C(), 6.02 (1H, s, H,C=C), 6.01 (1H, d, J 8.7 Hz, -NH-), 5.79
(1H, d, J 8.7 Hz, CH-NH-), 5.15 (1H, d, J 12.0 Hz, -OCH,-Ph), 5.09
(1H, d,J 12.0 Hz, -OCH,-Ph), 3.71 (3H, s, ~-OCH3); 13C NMR (50 MHz,
CDCl3): 6 165.6, 155.5, 148.5, 145.1, 142.1, 138.4, 136.0, 135.6, 132.4,
130.0, 129.6, 128.6, 128.4, 128.2, 67.4, 56.6, 52.3; FABMS: m/z 371
[MH]*, 393 [MNa]"; HRMS (ESI): [MNa]®, found 393.1081.
Ci9H18N20gNa requires 393.1062.

4.3.10. Methyl 3-benzyloxycarbonylamino-3-(4-methylphenyl)-
2-methylene propanoate (3j)

Following Section 4.2, a-amido sulfone 1j (409 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (20% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3j (308.5 mg, 91%)
as a white colour solid; Ry(35% EtOAc/hexane) 0.52; mp: 62-64 °C;
IR (KBr): 3338, 1723, 1508, 1442, 1282, 1230 cm™'; 'H NMR
(200 MHz, CDCl3): 6 7.39-7.22 (5H, m, Ar-H), 7.12 (2H, d, ] 8.0 Hz,
Ar-H), 7.04 (2H, d, ] 8.0 Hz, Ar-H), 6.30 (1H, s, H,C=C), 5.87 (1H, s,
H,C=C), 5.73(1H, d,J 8.8 Hz, -NH-), 5.61 (1H, d, J 8.8 Hz, CH-NH-),
5.05 (2H, s, -OCH,-Ph), 3.62 (3H, s, -OCH3), 2.29 (3H, s, Ar-CH3);
13C NMR (50 MHz, CDCl3): 6 165.9, 155.4, 139.8, 137.1, 136.5, 136.3,
129.2, 128.4, 128.0, 126.3, 66.8, 56.3, 51.7, 20.9; FABMS: m/z 340
[MH]*; HRMS (ESI): [MNa]*, found 362.1373. CyoH21NO4Na re-
quires 362.1368.

4.3.11. Methyl 3-benzyloxycarbonylamino-3-(4-isopropylphenyl)-
2-methylene propanoate (3k)

Following Section 4.2, a-amido sulfone 1k (437 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (20% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3k (330.3 mg, 90%)
as a colourless liquid; Ry (35% EtOAc/hexane) 0.46; IR (neat): 3341,
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1723,1506,1228 cm™'; TH NMR (200 MHz, CDCl3): 6 7.40-7.22 (5H,
m, Ar-H), 7.18 (2H, d, J 8.0 Hz, Ar-H), 7.11 (2H, d, J 8.0 Hz, Ar-H),
6.31(1H, s, HoC=C), 5.88 (1H, s, HoC=C), 5.79 (1H, d, ] 8.9 Hz, -NH-),
5.65 (1H, d, J 8.9 Hz, CH-NH-), 5.06 (2H, s, -OCH,-Ph), 3.63 (3H, s,
~OCH3), 2.84 (1H, m, -Ar-CH(CHs)), 1.22 (6H, d, J 7.0 Hz, Ar-
CH(CH3),); 13C NMR (50 MHz, CDCl3): & 166.1, 155.6, 148.2, 139.9,
136.9, 136.4, 128.5, 128.2, 126.7, 126.5, 67.0, 56.5, 52.0, 33.7, 24.0;
FABMS: m/z 368 [MH] ', 390 [MNa]"; HRMS (ESI): [MNa]*, found
390.1697. Cy3Hy5N0O4Na requires 390.1681.

4.3.12. Methyl 3-benzyloxycarbonylamino-3-(2-naphthyl)-2-
methylene propanoate (31)

Following Section 4.2, a-amido sulfone 11 (445 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (20% EtOAc/
hexane), the aza-Morita-Baylis—Hillman adduct 31 (330.0 mg, 88%)
as a white colour solid; Ry(40% EtOAc/hexane) 0.49; mp: 99-101 °C;
IR (KBr): 3426, 1720, 1502, 1225 cm™~'; 'H NMR (200 MHz, CDCls):
6 7.85-7.68 (5H, m, Ar-H), 7.50-7.22 (7H, m, Ar-H), 6.40 (1H, s,
H,C=C), 5.98 (1H, s, H,C=C), 5.83 (2H, br s, -NH- and CH-NH-),
5.12 (2H, s, -OCH,-Ph), 3.64 (3H, s, ~OCH3); *C NMR (50 MHz,
CDCl3): 6 166.1, 155.7, 139.8, 137.1, 136.4, 133.3, 132.9, 128.6, 128.2,
128.1,127.7,127.2, 126.3, 125.2, 124.8, 67.1, 56.8, 52.0; FABMS: m/z
376 [MH]*, 398 [MNa]"; HRMS (ESI): [MNa]*, found 398.1351.
C3H21NO4Na requires 398.1368.

4.3.13. Methyl 3-benzyloxycarbonylamino-3-(furan-2-yl)-2-
methylene propanoate (3m)

Following Section 4.2, ¢-amido sulfone 1m (385 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (20% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3m (293.0 mg,
93%) as a pale yellow colour solid; Rf(35% EtOAc/hexane) 0.47; mp:
76-78°C; IR (KBr): 3338, 1723, 1504, 1231cm™!; 'H NMR
(200 MHz, CDCls3): 6 7.37-7.25 (6H, m, Ar-H and furan-H), 6.33 (1H,
s, HoC=C), 6.28 (1H, m, furan-H), 6.13 (1H, d, J 2.0 Hz, furan-H),
5.91 (1H, s, HoC=C), 5.74 (2H, br s, -NH- and CH-NH-), 5.11 (2H, s,
-OCH,-Ph), 3.72 (3H, s, ~OCH3); '3C NMR (50 MHz, CDCl3): 6 165.8,
155.4,152.3,142.2,137.8,136.3,128.5, 128.2, 127.5, 110.5, 106.8, 67.1,
52.0, 51.3; FABMS: mjz 316 [MH]", 338 [MNa]"; HRMS (ESI):
[MNa]*, found 338.0997. C7H{7NOsNa requires 338.1004.

4.3.14. Methyl 3-benzyloxycarbonylamino-3-(thiophene-2-yl)-
2-methylene propanoate (3n)

Following Section 4.2, a-amido sulfone 1n (401 mg, 1 mmol),
methyl acrylate 2a (2.15 g, 25 mmol) and DABCO (112 mg, 1 mmol)
gave, after purification by column chromatography (20% EtOAc/
hexane), the aza-Morita-Baylis-Hillman adduct 3n (311.1 mg, 94%)
as a pale yellow colour liquid; Ry (35% EtOAc/hexane) 0.53; IR
(neat): 3336, 1720, 1500, 1223 cm™'; "H NMR (200 MHz, CDCl3):
0 7.35-7.22 (5H, m, Ar-H), 713 (1H, d, ] 4.0 Hz, thiophene-H), 6.91-
6.80 (2H, m, thiophene-H), 6.32 (s, 1H, H,C=C), 5.97 (1H, d, J
8.8 Hz, -NH-), 5.91 (1H, s, H,C=C), 5.85 (1H, d, J 8.8 Hz, CH-NH-),
5.12(1H, d,] 12.0 Hz, -OCH,-Ph), 5.04 (1H, d, J 12.0 Hz, -OCH,-Ph),
3.68 (3H, s, ~OCH3); 13C NMR (50 MHz, CDCl3): 6 166.0, 155.5,144.0,
1394, 136.4, 128.7,128.4, 1274, 127.2, 125.2,124.9, 67.3, 53.4, 52.2;
FABMS: m/z 354 [MNa]*; HRMS (ESI): [MNa]", found 354.0789.
C17H17NO4SNa requires 354.0775.

4.3.15. Methyl-3-(p-tolylsufinyloxy) propanoate (4a)

Colourless solid; mp: 66-69 °C; IR (KBr): 1737, 1597, 1411,
1285 cm~'; TH NMR (200 MHz, CDCl3): 6 7.79 (2H, d, J 8.0 Hz, Ar-
H), 7.34 (2H, d, J 8.0 Hz, Ar-H), 3.66 (3H, s, -OCH3), 3.32 (2H, t, J
7.0 Hz, -OCH,CH,-), 2.71 (2H, t, J 7.0 Hz, -OCH,CH,-), 2.47 (3H, s,
Ar—CH3); 3C NMR (50 MHz, CDCl3): 6 170.5, 145.1, 135.5, 130.0,

128.2, 52.3, 51.5, 27.7, 21.7; FABMS: m/z 243 [MH]"; HRMS (ESI):
[MNa]*, found 265.0509. C1;H1404SNa requires 265.0510.

4.3.16. Ethyl-3-(p-tolylsufinyloxy) propanoate (4b)

Colourless solid; mp: 68-71°C; IR (KBr): 1735, 1597, 1316,
1148 cm™"; "H NMR (200 MHz, CDCl5): 6 7.77 (2H, d, ] 8.0 Hz, Ar-H),
7.34 (2H, d, J 8.0 Hz, Ar-H), 4.05 (2H, q, J 7.0 Hz, -OCH,CH3), 3.31
(2H, t, ] 7.0 Hz, -OCH,CH>-), 2.64 (2H, t, ] 7.0 Hz, OCH,CH>-), 2.42
(3H, s, Ar-CHs), 1.21 (3H, t, J 7.0 Hz, ~-OCH,CH3); FABMS: m/z 279
[MNa]*; HRMS (ESI): [MNa]*, found 279.0678. C12H1604SNa re-
quires 279.0667.
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