Hydrogen-Bond-Mediated Cascade
Reaction Involving Chalcones: Facile
Synthesis of Enantioenriched

ORGANIC
LETTERS

2012
Vol. 14, No. 4
1090-1093

Trisubstituted Tetrahydrothiophenes

Jun-Bing Ling, Yu Su, Hai-Liang Zhu, Guan-Yu Wang, and Peng-Fei Xu*

State Key Laboratory of Applied Organic Chemistry and College of Chemistry and
Chemical Engineering, Lanzhou University, Lanzhou, 730000, P. R. China

xupf@lzu.edu.cn

Received December 31, 2011

ABSTRACT

o
S-
Ho——<_ ?—OH % R JJ\/\R‘

F1C

I

FaC

catalyst 1 mol %

R2

Hoz_fco
toluene, 80 °C ¢ "R
16 examples
yield: up to 91%

dr: up to >20:1
,IrD ee: up to 96%

2\

A bifunctional squaramide catalyzed sulfa-Michael/aldol cascade reaction between 1,4-dithiane-2,5-diol and chalcones with a low catalyst loading
has been developed. Trisubstituted tetrahydrothiophenes with three contiguous stereogenic centers are obtained in a highly stereocontrolled
manner. Additionally, a remarkable temperature effect on reaction efficiency was observed and a synthetically potential gram-synthesis was also

conducted.

The development of organocatalyzed cascade reactions'
attracted continuing efforts owing to their ability toward
facile and stereoselective assembly of complex and diverse
molecules as well as their operational simplicity and en-
vironmental friendliness. Based on the covalent enamine
or iminium ion intermediate® generated in situ from car-
bonyl compounds and chiral amines, substantial progress
has been made in the realm of amine-catalyzed cascade
transformations. Meanwhile, by means of the H-bonding
interaction between the chiral catalyst and H-bond ac-
ceptors such as activated alkenes and imines, H-bond-
mediated cascade reactions are also extensively explored.?
Nevertheless, to our knowledge, there is no precedent for
noncovalent interaction mediated cascade reactions of
chalcones® despite the fact that chalcones have been widely
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used as Michael acceptors in H-bond-mediated single-step
transformations.’ Therefore, the design and development
of H-bond-mediated cascade reactions involving chal-
cones will largely extend the scope of current organocas-
cade reactions and holds great potential in the synthesis of
structurally diverse molecules (Scheme 1).
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Scheme 1. Development of Hydrogen-Bond-Mediated Asym-
metric Cascade Reaction of Chalcones
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Figure 1. Bifunctional catalysts screened in this study.

Tetrahydrothiophenes are unique sulfur-containing het-
erocycles and have gained much attention due to their
biological activities and diverse applications.® Poly-
substituted tetrahydrothiophenes are of particular value
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regarding their potential toward further synthetically and
biologically useful elaboration. Surprisingly, practical and
efficient approaches, especially catalytic asymmetric var-
iants to assemble this useful architecture, are rare.” In view
of the importance of this class of molecules as well as the
lack of generality and efficiency to access these important
synthetic targets, the development of a new catalytic asym-
metric synthesis of polysubstituted tetrahydrothiophenes
is still in demand. As our group is working on the devel-
opment of novel and practical asymmetric cascade reac-
tions® and inspired by the previous achievements in
H-bonding activation of chalcones toward nucleophilic
addition, herein we propose that the trisubstituted tetra-
hydrothiophenes 4 could be directly constructed from
commercially available 1,4-dithiane-2,5-diol 2 and chal-
cones 3 via a sulfa-Michael’/aldol cascade reaction with
suitable H-bond donor catalyst 1.
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Table 1. Optimization of the Reaction Conditions

Ph

S o cat*(10 mol % ) HO, o
HOX}OH * Ph)J\/\Ph toluene, RT. “ph
S
2 3a 4a
entry® cat. solvent t(h) yield(%)" dr® ce
(%)

1 la toluene 48 70 >20:1 33

2 1b toluene 48 75 >20:1 5
3 1e toluene 120 85 >20:1 20
4 1d toluene 24 86 7:1 -19
5 le toluene 12 90 >20:1 57
6 1f toluene 12 86 >20:1 46
7 1g toluene 48 79 >20:1 80
8 1h toluene 48 85 >20:1 86
9 1i toluene 48 81 >20:1 -82
10 1h m-xylene 48 81 >20:1 84
11 1h DCM 12 90 >20:1 81
12 1h CH;CN 12 86 >20:1 74
13 1h PhCN 12 85 >20:1 75
14 1h DCE 12 91 >20:1 79
15 1h PhCl 36 86 >20:1 83
16° 1h toluene 36 79 >20:1 83
17" 1h toluene 96 86 >20:1 80
18¢ 1h toluene 12 80 >20:1 84
198" 1h toluene 12 87 >20:1 88
208 1h toluene 12 49 >20:1 89
219 1h toluene 6 81 >20:1 89

“Unless otherwise noted, the reaction was carried out with 2
(0.3 mmol), 3a (0.2 mmol), and 1 (0.02 mmol) in dry toluene (1 mL) at rt.
PYsolated yield. ©Determined by 'H NMR or HPLC analysis. ¢ Deter-
mined by HPLC analysis. “20 mol % catalyst was used. / The reaction
was conducted at 15 °C. ¢ The reaction was conducted at 40 °C. " 5 mol %
catalyst was used. "1 mol % catalyst was used. / The reaction was
conducted at 60 °C.

We were pleased to find that the model reaction of 1,4-
dithiane-2,5-diol 2 with chalcone 3a with 10 mol % quinine
1a (Figure 1) in toluene at 25 °C for 48 h proceeded as
anticipated furnishing the cyclic product 4a in satisfying
yield and diastereoselectivity, albeit low enantioselectivity
was observed (Table 1, entry 1). Then the effects of various
bifunctional H-bond donor catalysts were probed under

(10) Li, H.; Wang, Y.; Tang, L.; Deng, L. J. Am. Chem. Soc. 2004,
126, 9906.

(11) Andrés, J. M.; Manzano, R.; Pedrosa, R. Chem.—Eur. J. 2008,
14, 5116.

(12) (a) Okino, T.; Hoashi, Y.; Takemoto, Y. J. Am. Chem. Soc. 2003,
125, 12672. (b) Berkessel, A.; Seelig, B. Synthesis 2009, 12, 2113.

(13) (a) Valulya, B.; Varga, S.; Csampai, A.; So6s, T. Org. Lett. 2005,
7,1967. (b) Ye, J.; Dixon, D. J.; Hynes, P. Chem. Commun. 2005, 4481.
(c) McCooey, S. H.; Connon, S. J. Angew. Chem., Int. Ed. 2005, 44, 6367.

(14) For reviews of squaramide catalysis, see: (a) Storer, R. L.; Aciro,
C.; Jones, L. H. Chem. Soc. Rev. 2011, 40, 2330. (b) Aleman, J.; Parra,
A.; Jiang, H.; Jorgensen, K. A. Chem.—Eur. J. 2011, 17, 6890. For
selected examples, see: (c) Malerich, J. P.; Hagihara, K.; Rawal, V. H.
J. Am. Chem. Soc. 2008, 130, 14416. (d) Xu, D. Q.; Wang, Y. F.; Zhang,
W.; Luo, S.P.; Zhao, A. G.; Xia, A. B.; Xu, Z. Y. Chem.—Eur. J. 2010,
16,4177.(e) Qian, Y.; Ma, G.; Lv, A.; Zhu, H.-L.; Zhao, J.; Rawal, V. H.
Chem. Commun. 2010, 46, 3004. (f) Zhu, Y.; Malerich, J. P.; Rawal, V. H.
Angew. Chem., Int. Ed. 2010, 49, 153. (g) Konishi, H.; Lam, T. Y.;
Malerich, J. P.; Rawal, V. H. Org. Lett. 2010, 12,2028. (h) Yang, W.; Du,
D. M. Org. Lett. 2010, 12, 5450. (i) Jiang, H.; Paixao, M. W.; Monge, D.;
Jorgensen, K. A. J. Am. Chem. Soc. 2010, 132, 2775. (j) Dai, L.; Wang,
S.-X.; Chem, F.-E. Adv. Synth. Catal. 2010, 352, 2137. (k) Hara, N.;
Nakamura, S.; Funahashi, Y.; Shibata, N. Adv. Synth. Catal. 2011, 353,
2976. (1) Bae, H. Y.; Some, S.; Lee, J. H.; Kim, J.-Y.; Song, M. J.; Lee, S.;
Zhang, Y. J.; Song, C. E. Adv. Synth. Catal. 2011, 353, 3196. (m) Yang,
W.; Du, D.-M. Chem. Commun. 2011, 47, 12706.
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the same conditions in hopes of enhancing the enantioin-
duction, and the results are outlined in Table 1. To our
surprise, Deng’s catalyst 1b'° gave a nearly racemic pro-
duct (Table 1, entry 2) . Switching from 1b to bifunctional
thiourea 1c,'' 1d,'? and 1e—1f"* also led to poor stereo-
chemical induction (Table 1, entries 3—6). Inspired by a
recent success in squaramide catalysis,'* squaramide ter-
tiary—amine bifunctional catalysts 1g—1h were tested
(Table 1, entries 7—9). Gratifyingly, improved results in
terms of reactivity and selectivity were obtained and
quinine-derived catalyst 1h was identified as the best
catalyst among those screened. Subsequently, a brief
survey of solvents revealed that toluene was better than
other solvents tested (Table 1, entries 10—15). Improv-
ing the catalyst loading to 20 mol % did not influence the
selectivity evidently (Table 1, entry 16). Lowering the
reaction temperature to 15 °C led to a slight decrease of
enantioselectivity, yet a longer reaction time was re-
quired (Table 1, entry 17). To enhance the reaction
efficiency, we conducted the reaction at elevated tem-
perature (40 °C) (Table 1, entries 18—20). An improve-
ment of selectivity of 88% ee was obtained at this
temperature when 5 mol % catalyst was used. Further
reducing the catalyst loading to 1 mol % gave 89% ee
while in this case the reaction cannot be completed in a
12 h period. The best result was obtained with the
reaction was performed at 60 °C and the catalyst loading
was maintained at 1 mol % (81% yield, >20:1dr, 89% ee)
(Table 1, entry 21).

The scope of a current sulfa-Michael/aldol cascade
reaction between 1,4-dithiane-2,5-diol 2 and vaious chal-
cones 3 was next explored under the established condi-
tions. As summarized in Table 2, in all the cases, the
reaction proceeded smoothly affording the correspond-
ing trisubstituted tetrahydrothiophenes in generally
good yield and high levels of diastereo- and enantios-
electivity. The nature and the position of the substituents
of the phenyl ring of chalcones have no obvious influ-
ence on the enantioinduction, yet a little effect on the
yield (Table 2, entries 1—13). However, when the halo-
gented chalcones were used, the products were obtained
with decreased diastercoselectivity, possibly owing to a
retro-aldol process (Table 2, entries 4, 7—8, 11—12).
Notably, satisfying results are also achieved with the
chalcones bearing heteroaromatic rings (Table 2, entries
14—15).

In addition, cinnamaldehyde-derived dienone 5 can also
be utilized as a suitable reaction partner in the cascade
sulfa-Michale/aldol reaction to furnish the desired product
6 with high diastereo- and enantioselectivity while a 1,6
adduct was not observed. To demonstrate the potential
utility of this methodology, a gram-synthesis of 4¢ was
performed (Scheme 2). The reaction proceeded smoothly
affording the corresponding product in comparable yield
and slightly decreased stereoselectivity.

A plausible catalytic cycle of the current cascade reac-
tion is outlined in Scheme 3. The reaction could be initiated
via synergistic activation of both mercaptoacetaldehyde
and enone 3d by bifunctional squaramide to form
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Table 2. Scope of Sulfa-Michael/Aldol Cascade Reaction

1h (1 mol %)

HOI—TO
toluene, 60 °C 1y "R

o
s
HOQ—OH + szj\/\R»]

2 3 4
entry® R, R’ 4 ¢t  yield dr ee
(IRCON (%)

1 Ph, Ph da 6 81 >20:1 89
2 2-MeC6H4’ Ph 4b 12 80 >20:1 90
3 3-M6C6H4’ Ph 4c 8 91 >20:1 96
4 3-CICeH4 Ph 4d 6 79  Is1 87
5 4—M6C6H4, Ph 4e 6 75 >20:1 89
6 4-FC6H4, Ph 4f 6 89 >20:1 88
7 4—C1C6H4, Ph 4g 6 86 11:1 90
8 4-BrC6H4’ Ph 4h 6 76 15:1 84
9 4-MeOC6H4’ Ph 4i 6 91 >20:1 90
10 Ph, 3-BrCgHyg 4j 2 88 >20:1 91
11 Ph4-CICgHs 4k 6 8 91 88
12 Ph, 4-BrCgHy 41 2 71 11:1 88
13 Ph, 4-MeOCgHyg 4m 6 80 >20:1 93
14 Ph, 2-thienyl 4n 6 90 >20:1 89
15 Ph, 2-furyl 40 12 82 >20:1 92

“Unless otherwise noted, the reaction was carried out with 2
(0.3 mmol), 3 (0.2 mmol), and 1h (0.002 mmol) in dry toluene (I mL)
at 60 °C. * Isolated yield. ¢ Determined by 'H NMR or HPLC analysis.
“Determined by HPLC analysis.

Scheme 2. Further Investigation of the Potential of the Reaction

Ph
HO, 1o

s o
HO_GOH A, Amol%
s + e = Ph  toluene, 60 °C N #~Ph
2 5

76% yield
8:1 dr, 94% ee
Ph
o]

s 0 . HO,
Ho—( YoH 4 prins _tmolnth
s toluene, 60 °C s '©/
2

3c 4ac
5 mmol - scale
85% yield
>20:1 dr, 88 % ee

intermediate I, which undergoes the intramolecular sulfa-
Michael addition to provide the intermediate II. Subse-
quent intramolecular aldol reaction closed the catalytic
cycle delivering the product 4d and regenerating the bi-
functional catalyst 1h. The absolute configuration of the
product was determined as (2R, 35, 4S) by using X-ray
crystallographic analysis of 4d (Scheme 3).'
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Scheme 3. Proposed Catalytic Cycle for the Sulfa-Michael/
Aldol Cascade Reaction toward 4d

In summary, we have disclosed a chalcone-involved
sulfa-Michael/aldol cascade reaction furnishing tetrahy-
drothiophenes with three contiguous chiral centers in
generally good yield and high diastereo- and enantioselec-
tivity. Salient features of the present protocol include the
utilization of chalcones in the cascade reaction, effective
stereocontrol in multistereogenic formation, a relatively
low catalyst loading, and a remarkable temperature effect
upon reaction efficiency. The synthetic potential of this
chemistry was demonstrated by the functional diversity of
the products and a gram-scale synthesis. From a synthetic
standpoint, this study extends the scope of current
H-bond-mediated cascade reactions.
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