This article was downloaded by: [University of Glasgow]

On: 28 March 2013, At: 05:19

Publisher: Taylor & Francis

Informa Ltd Registered in England and Wales Registered Number: 1072954 Registered
office: Mortimer House, 37-41 Mortimer Street, London W1T 3JH, UK

Journal of Sulfur Chemistry
Publication details, including instructions for authors and
subscription information:
http://www.tandfonline.com/loi/gsrp20

An efficient synthesis of 1,5-
benzothiazepines in the presence of
sub-stoichiometric amount of cyanuric

chloride
Pengli Sun ? , Lizheng Fang * & Ligiang Wu ®
& School of Pharmacy, Xinxiang Medical University, Xinxiang,

Henan, 453003, People's Republic of China
Version of record first published: 12 Apr 2011.

JsIuay) Jny|ns |

o THR
F.

To cite this article: Pengli Sun , Lizheng Fang & Ligiang Wu (2011): An efficient synthesis of 1,5-
benzothiazepines in the presence of sub-stoichiometric amount of cyanuric chloride, Journal of
Sulfur Chemistry, 32:3, 257-261

To link to this article: http://dx.doi.org/10.1080/17415993.2011.572971

PLEASE SCROLL DOWN FOR ARTICLE

Full terms and conditions of use: http://www.tandfonline.com/page/terms-and-
conditions

This article may be used for research, teaching, and private study purposes. Any
substantial or systematic reproduction, redistribution, reselling, loan, sub-licensing,
systematic supply, or distribution in any form to anyone is expressly forbidden.

The publisher does not give any warranty express or implied or make any representation
that the contents will be complete or accurate or up to date. The accuracy of any
instructions, formulae, and drug doses should be independently verified with primary
sources. The publisher shall not be liable for any loss, actions, claims, proceedings,
demand, or costs or damages whatsoever or howsoever caused arising directly or
indirectly in connection with or arising out of the use of this material.



http://www.tandfonline.com/loi/gsrp20
http://dx.doi.org/10.1080/17415993.2011.572971
http://www.tandfonline.com/page/terms-and-conditions
http://www.tandfonline.com/page/terms-and-conditions

Downloaded by [University of Glasgow] at 05:19 28 March 2013

Journal of Sulfur Chemistry Taylor & Francis
VOI. 32, NO. 3, \]Une 2011, 257—261 Taylor & Francis Group

An efficient synthesis of 1,5-benzothiazepinesin the presence of
sub-stoichiometric amount of cyanuric chloride

Pengli Sun, Lizheng Fang and Ligiang Wu*

School of Pharmacy, Xinxiang Medical University, Xinxiang, Henan 453003, People’s Republic of China
(Received 25 January 2011; final version received 14 March 2011)

An efficient synthesis of 1,3-diaryl-2,3-dihydro-1,5-benzothiazepines has been developed by the reaction
of various 1,3-diaryl-2-propenones with 2-aminothiophenol under thermal solvent-free conditions in the
presence of a sub-stoichiometric amount of cyanuric chloride.
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1. Introduction

1,5-Benzothiazepines are important biologically active heterocyclic compounds which possess
antifungal (1), antimicrobial (2), anticonvulsant (3), antibacterial (4), anti-human immunodefi-
ciency virus (HIV) (5), Ca?* channel antagonist (6), V., arginine vasopressin receptor antagonist
(7), and HIV-1 reverse transcriptase inhibitor activities (8). The most common methods for the
preparation of 1,5-benzothiazepines are the reactions of 2-aminothiophenol with «, 8-unsaturated
carbonyl compounds in the presence of Yb(OTf); (9), nanocrystalline aluminum oxide (10),
Ga(OTf)3 (11), HBF4-SiO, (12), sodium dodecyl sulfate (SDS) (13), Mg(CIO,); (14), HCIO,-
SiO; (15), Sml; (16), and HCI (17). In view of the importance of the benzothiazepines, there still
remains the necessity to develop a new methodology.

Cyanuric chloride 2,4,6-Trichlorotriazine (TCT) is a stable, non-volatile, inexpensive, and safe
reagent which has been used synthetically for the preparation of various types of compounds such
as 2-aryl-2,3-dihydroquinolin-4(1 H)-ones (18), bis(indolyl)methanes (19), N-sulfonyl imines
(20), and 14-aryl or alkyl-14-H-dibenzo[a, j]xanthenes (21). In this paper, we wish to report a
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rapid and highly efficient method for the synthesis of 1,3-diaryl-2,3-dihydro-1,5-benzothiazepines
in the presence of sub-stoichiometric amount of cyanuric chloride at 80°C (Scheme 1).
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Scheme 1. Synthesis of 1,5-benzothiazepines using cyanuric chloride.

2. Resultsand discussion

To choose optimum conditions, the effect of temperature and the amount of TCT on the rate
of the reaction was studied for the preparation of 2,4-diphenyl-2,3-dihydro-1,5-benzothiazepine.
Optimum conditions were observed at temperatures between 80°C and 90°C and a concentration
of 5mol%. When this reaction was carried out in the absence of TCT, thin layer chromatography
(TLC) and *H NMR spectra of the reaction mixture showed a combination of starting materials
and corresponding thia-Michael adduct, the yield of the expected product was very poor.

In order to extend the above reaction (Scheme 1) to a library system, various kinds of 1,3-
diaryl-2-propenones 2 (Table 1) were subjected to reaction with 2-aminothiophenol 1 to give
the corresponding 2,4-diaryl-2,3-dihydro-1,5- benzothiazepine, and representative examples are
shown in Table 1. All of the 1,3-diaryl-2-propenones, 2, gave the expected products in high yields
whether bearing electron-withdrawing groups (such as halide, nitro) or electron-donating groups
(such as the alkyl group). All of the structures were characterized by IR, 'H NMR, and elemental
analysis.

HCl generated in situ, from cyanuric chloride, efficiently catalyzes these reactions. Accordingly,
cyanuric chloride (5 mol %) reacts with “incipient’ moisture and releases three moles of HCI and
cyanuric acid (removable by washing with water) as a by-product. The in situ-generated HCl acts as
protic acid and activates the carbonyl oxygen and forms a carbocation. Subsequent intramolecular
nucleophilic attack by the NH, group on the carbocation followed by dehydration forms the 2,3-
dihydro-1,5-benzothiazepines. The reaction could be facilitated by wet glass wares or by the
presence of wet air. However, the reaction under dry reaction conditions in the presence of MS
4 A met with failure. Thus, it amply indicates that the ‘incipient” moisture plays an important role
for HCI generation in situ from TCT.

To illustrate the efficiency of the proposed method, Table 2 compares some of our results with
some of those reported for relevant reagents in the literature, which demonstrates its significant
superiority. Compared with some of the reported methods in Table 2, the present method has a
short reaction time, good yield, and solvent-free conditions.

3. Conclusion

In conclusion, we have established an efficient protocol for the synthesis of 2,4-diaryl-2,3-dihydro-
1,5-benzothiazepines using inexpensive TCT. This method offers the advantage of shorter reaction
times and easy workup. We believe that this methodology could be an important addition to the
existing methodologies.
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Table 1. Preparation of 1,3-diaryl-2,3-dihydro-1,5-benzothiazepines.?
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Entry 1,3-Diaryl-2-propenones Time (h) Product Yield (%)° m.p. (°C) (reference)
1 0 4 3a 85 113-114 (114-115) (22)
¢
2 0 5 3b 83 106-107 (104-107) (22)
SAAs
MeO
3 0 5 3c 86 80-81 (78-80) (22)
0
AO
4 0 5 3d 81 205-206 (200-204) (22)
¢
HO
5 OH O 5 3e 80 154-156 (154-155) (11)
SAA®
6 o) 3 3f 88 106-107 (106-108) (22)
o
OMe
7 0 3 3g 90 129-130 (127-129) (22)
¢
Cl
8 0 3 3h 91 178-179 (178-180) (22)
‘ = [ NO,
9 0 5 3i 89 132-133 (130-132) (22)
C
Cl OMe
10 0 cl 5 3 88 158-160
OAAs
Cl
11 OH O 6 3k 79 88-89 (88-89) (11)
= S
|/
12 0 5 3l 82 171-172 (170-172) (11)

T

Notes: 2Reaction conditions: 2-aminothiophenol (10 mmol); 1,3-diaryl-2-propenones (10 mmol), TCT (0.5 mmol); 80°C; neat.

blsolated yield.
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Table 2. Synthesis of of 2,4-diphenyl-2,3-dihydro-1,5-benzothiazepine in comparison with other literatures.

Entry Catalyst Solvent Temperature (°C) Time (h) Yield (%) Reference
1 Yb(OTf)3 (5 mol%) [bmim][BF4] 25 0.5 84 9)
2 Nano-Al;03 (3 mol%) H,O 110 12 71 (10)
3 Ga(OTf)3 (10 mol%) MeCN 60 4 30 (11)
4 SDS (10 mol%) H,0 100 12 65 (13)
5 TCT (5mol%) - 80 4 85 This work

4. Experimental

41. General

IR spectra were determined on FTS-40 infrared spectrometer; NMR spectra were recorded on
Bruker AV-400 spectrometer at room temperature using TMS as an internal standard, and cou-
pling constants (J) were measured in Hz; Elemental analysis were performed by a Vario-1lI
elemental analyzer; Melting points were determined on a XT-4 binocular microscope and were
uncorrected. Commercially available reagents were used throughout without further purification
unless otherwise stated.

4.2. General procedure for the preparation of 3

A mixture of the 2-aminothiophenol (10 mmol), 1,3-diaryl-2-propenones (10 mmol), and TCT
(0.5mmol) was stirred at 80°C using an electric mixer for the appropriate time (Table 1).
Completion of the reaction was monitored by TLC. The material was cooled to 25°C, and after
addition of water (50 mL) the mixture was stirred for 5 min. The solid so obtained was filtered
off and purified by passing through a column of silica gel, eluting with 2% EtOAc in hexane to
afford 3. The structure of the products was confirmed by NMR, IR, and comparison with authentic
samples obtained commercially or prepared by reported methods. The spectral data of some new
1,3-diaryl-2,3-dihydro-1,5-benzothiazepine are given below.

4.2.1. 2,3-Dihydro-2-(2-chlorophenyl)-4-(4-chlorophenyl)-1,5-benzothiazepine (3j)

IR (KBr): v 2926, 1600cm~; *H NMR (CDCls, 400 MHz) §: 7.02-7.70 (m, 10H), 5.29 (dd,
J = 4.8, 12.8 Hz, 1H), 3.22 (dd, J = 4.8, 13.2 Hz, 1H), 2.90 (t, J = 13.2 Hz, 1H), 4.92 (s, 1H),
1.01 (s, 9H); Anal. Calcd for C,;H15CI;NS: C 65.63, H 3.93, N 3.64, S 8.34; found: C 65.70, H
3.89, N 3.71, S 8.27.
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