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SYNTHESES OF 1,5-BENZOTHIAZEPINES: 
PART XXIV - SYNTHESES OF 
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AMINOPHENYL)-2,5-DIHYDRO-8- 

SUBSTITUTED-1,5-BENZOTHIAZEPINES 
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bL. B.S. Government College, Kotputli. Juipuc India 

(Received Junutrry I?. ?OOO; InJinul form April 14 ,  2000) 

Single step syntheses of 4-(4-chlorophenyl)-2-(4-dimethylaminophenyl)-2.S-dihydro-I-sub- 
stituted-1.5- benzothiazepines have been achieved by the reactions of five 5-substi- 
tuted-l-arninobenzenethiols with I-dimethyl arninobenzal4'-chloroacetophenone in ethanol 
saturated with HCI gas. The structural assignments of the final products are based on the 
results of elemental analyses, IR. 'H NMR and mass spectral studies. 

Kevwordst Chemotherapeutic; I : S-benzothiazepine; cardiovascular 

The successful chemotherapeutic applications of diltiazem'.' [(+)-cis-(2S, 
3S)-3-acetoxy-2-(4-methoxyphenyl)-5-(2-dimethylaminoethyI)- 1 S-ben- 
zothiazepin-4(5H)-one hydrochloride, CRD-40 I ] ,  especially in cardiovas- 
cular ailments prompted us to look for different parameters in 
1.5-benzothiazepine nucleus, which are responsible for imparting pharma- 
cological activity. While carrying out drug designing, the introduction of 
halogens in analogous 1.4- and 1 S-benzodiazepine nucleus resulted into 
the discovery of most effective CNS drugs, chl~rdiazepoxide~, 
triflubazam"'. clobazam6, flurazepam', flunitrazepam'. In I ,5-benzothi- 
azepine class of compounds, clentiazern9, having chlorine at position-8 in 
1,5-benzothiazepine nucleus, has also been found more effective than 
diltiazern. These observations led us to the synthesis of 4-(4-chlorophe- 
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2 UMESH C. PANT er (11. 

nyl)-8-ethoxy-2.5-dihydro-2-(4-dimethylaminophenyl)- 1,5-benzothiaze- 
pine which has been found to possess anti-inflammatory activity". It was, 
therefore, thought useful to synthesise a series of compounds having 
4-chlorophenyl and 4-dimethylaminophenyl group in 2S-dihy- 
dro- 1,5-benzothiazepine series having substituents like alkoxyl-methoxyl, 
alkyl-methyl and halogeno-fluoro, chloro, brorno at position-8 which are 
described here. 

In order to obtain 8-substituted- 1,5-benzothiazepines, 5-substi- 
tuted-2-aminobenzenethiol~''~'~(la-e) having substituents as fluoro, 
chloro, bromo, methyl and methoxyl were reacted with the chalcone, 
4-dirnethylaminobenzal-4'-chloroacetophen0ne'~ in ethnaol saturated with 
hydrogen chloride gas. The reaction mixture was refluxed for nearly 3 hrs 
on a water-bath and then concentrated under reduced pressure to give a 
solid which was recrystallized from ethanol. 

The purity of the products was tested by tlc using Silica Gel 'G' coated 
glass plates and solvent system, benzene : ethanol : ammonia (7:2: 1, upper 
layer). The structure of the products were ascertained by microanalysis of 
elements and IR, 'H NMR and mass spectral studies. In a study of reac- 
tions of chalcones with 5-substituted-2-aminobenzenethiols. it has already 
been e~tab l i shed '~* '~  that in the first step, Michael type addition takes 
place initiated by the nucleophilic by the lone pair of sulfhydryl 
electrons" on the activated P-carbon atom of chalcones to give a ketoam- 
ine, a type of Michael adduct (inte~mediate)".'~. The ketone group under- 
goes 1,2-addition followed by dehydrative c y ~ l i z a t i o n ' ~ * ' ~ ' ~  resulting 
into the formation of products, 444 chlorophenyl)-2-(4-dimethylami- 
nophenyl)-2.5-dihydro-8-substituted- 1.5-benzothiazepines (3 a-e) 
(Scheme 1). 

The values of 7% of elements, C, H and N were found to be satisfactorily 
within the permissible limit of error of the calculated values and are given 
alongwith physical constants in table I. 

IR SPECTRAL STUDIES 

The IR spectra of the final products were diagnostic of the fact that the 
reaction between 5-substituted-2-aminobenzenethiols ( la-e) and the chal- 
cone (2) had taken place as no absorption bands at 3445-3200 cm-' and 
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BENZOTHIAZEPIINES 

1 , 3 a  

X 
A 

3 

b c d e 

F. CI, Br. Me, O W  

+ 

CI 

1690-1650 cm-', characteristic of NH, a n d X  = 0 respectively, were 
present. However, presence of a broad absorption at 3 150-3 140 cm-' indi- 
cated secondary amino absorption. Absorption at around 3 100-3000, 
1600-1590, 1550 and 1460-1440 cm-' could be assigned to aromatic 
skeletal vibrations and the absorption in the region 29W2870 cm-l, 
1390-1 375 cm-l indicated the presence of aliphatic C-H absorption. 
Bands at 795-785 cm-' may be assigned to C-CI stretching and absorp- 
tions at 1275-1230 cm-l and 1190-1 160 cm-l to C-0-C system (table 11). 
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6 UMESH C. PANT er al. 

‘H NMR SPECTRA 

The ‘H NMR spectra Of  3e gave characteristic 3H singlet at 63.60 which is 
assigned to three protons of the methoxyl group. In the spectra of all the 
compounds (3a-e) absorption as a singlet equivalent to 6H at 62.76 to 2.82 
is assigned to six protons of dimethylamino group. A broad singlet at 
around 6 4.00 to 4.22 may be assigned to 1H proton of NH. Signals at 6 
5.98 to 6.24 as doublets (J = 7 Hz) may be assigned to C-2-H. Another 
doublet with the coupling constant J = 7 Hz at 6 7.22 to 7.40 may be 
assigned to C-3-H. It is interesting to find that the PMR spectral pattern, 
having a methine and a methylene protons at position-:! and 3 respectively 
in 2,3-dihydro- 1 ,5-benzothiazepines2’.’’ exhibit three double doublets in 
the ABX pattern. The absence of this pattern rules out 2.3-dihydro form of 
1,5-benzothiazepine structure. The presence of 1H at C-2 and the presence 
of N-H is indicative of its 2.5-dihydro structure. The aromatic protons 
show multiplets in the region 6 6.06 to 7.36 (table 111). 

The mass spectra of 3c gave [MI+, [M+2IC peaks of nearly equal heights 
at 470.472 and a shorter [M+4]+ peak at 474 which indicate the presence 
of bromine in the molecule and the even mass numbers obtained are 
accordins to the nitrogen rule. 

EXPERIMENTAL 

All the recorded melting points are uncorrected. Progress of the reaction 
was monitored by using tlc on silica gel ‘G’ coated plates using benzene: 
ethanol: ammonia (7 : 2 : 1, upper layer). IR spectra were recorded in KBr 
pellets on Perkin Elmer Infracord-577 and Magna FTIR-557 spectropho- 
tometers. Mass spectra were taken on Jeol D-300 (El/Cl) instrument at 70 
eV and PMR spectra were recorded in CDC13 on Jeol 90 MHz lT NMR 
spectrometer using TMS as internal standard. 
5-Substituted-2-aminobenzenethiols ( la-e) were prepared by reported 

methods ’ ‘ 7 ’. 
4-dirnethylaminobenzal-4’-chloroacetophenone (2) 

To an equimolar quantities of p-dimethylamino-benzaldehyde ( 1.49g, 0.0 1 
mole) and p-chloroacetophenone (1.54 g, 0.01 mole) in ethanol (7.0 mi), 
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BENZOTHIAZEPIINES 7 

50% solution of NaOH was added with vigorous shaking and warmed on a 
water-bath to obtain the orange coloured precipitate. The crude product 
was recrystallized from ethanol to obtain orange granular crystals of 
4-dimethylarninobenzal-4'-chloroacetophenone; m.p. 138"C, litI3 140"C, 
yield, 2.02 g. 

4-(4-Chlorophenyl)-2-(4-dimethylaminophenyl)-2~-dihyd~-8- 
methox y - 1,5-benzothiazepine (3e) 

2-Amino-5-methoxybenzenethiol (0.155g; 0.00 1 mole) and 4-dimethyl- 
aminobenzal-4'-chloroacetophenone (0.2853; 0.00 1 mole) in dry ethanol 
(10 ml) were saturated with dry hydrogen chloride gas. refluxed for three 
hrs on a water bath and then concentrated by distillation under reduced 
pressure and cooled to obtain orange crude product which was recrystal- 
lized from dry ethanol to afford orange crystals of 4-(4-chlorophe- 
nyl)-8-methoxy-2-(4-dirnethylaminophenyl)-2,5-dihydro- 1.5-benzothiaze 
pine (3e). m.p. 110°C. yield. 0.27 g (66%), TLC. Rf0.71, 

Found: C. 68.07, H, 5.38 and N. 6.69, C2,H23N2SOCI requires C. 68.16: 
H. 5.44; N, 6.62 %. IR: 3095 cm-'(N-H), 785 cm-' (C-CI); 'H NMR : 6 

s, N(CH3),), 6 3.56 (3H. s. 8-OCH,), 6 6.06 - 7.22 ( 1  IH, m ArH). 

Their characterization data are recorded in table-I, 2 and 3 

6.03, (IH. d, J = 7  Hz, C-2-H), 67.24(1H.d, J = 7  Hz. C-3-H), 62.76 (6H. 

Following the same procedure, the compounds (3a-d) were prepared. 

Acknowledgements 
The authors wish to thank the University Grants Commission for financial 
assistance, the Head, U.D. Tripathi, for facilities and CDRI Lucknow for 
analytical and spectral data. 

References 
I. H .  Nakajima, M. Hoshiyama. K. Yamashita and A. Kiyomoto. Jap. J .  Phurrnacol.. 25. 

2. D. Alonzo. J. Alben, H. Thomas. A. Darbenzio. R. Raymond and S.C. Joseph, J .  Cur- 
diowasc. Phurrnacol.. 21(4). 677-83 ( 1993). Chem. Absrr.. 118, 22530911 ( 1993); S.  
Kai, Y. Koji, H. Hirata, S. Takayangi. Jpn. Kokai. Tokkyo Koho JP 0761, 937 [9561. 
9371 (CI. A61 K45/00) (1995); 5 P P  Chem. Absrr., 124. P 306549a (1996). 

3. L.H. Stembach, L.O. Randall and S.R. Gustafson. Medicinctl Chemisrv (A series of 
monogruphs). 4, edited by Maxwell Gorden (Academic Press). 137 (1964); J.M. Tobin 
and N.D.C. Lewis: J. Am. Med. Assoc.. 1242, (1960). 

4. L.C. Bailey and A.P. Shroff. Res. Commun. Chem. - Puthol Phnrmucol.. 7(1), 105. 
( 1974). 

383-392 (1975): ibid. 26.571-580 (1976). 

D
o
w
n
l
o
a
d
e
d
 
A
t
:
 
1
2
:
5
7
 
2
8
 
J
a
n
u
a
r
y
 
2
0
1
1



8 UMESH C. PANT et ul. 

5 .  

6. 

7. 

8. 

9. 

10. 

I I .  

12. 
13. 

14. 
15. 
16. 

17. 
18. 
19. 
20. 

21. 

R.D. Heilman, E.W. Bauer, J.P. Davanzo. Cur,: Ther: Res. Clin Exp.. 16 (9), 1022-37,. 
(1974). 
R.N. Brogdon, R.C. Heel, T.M. Speight, and G.S. Avery, Drugs. 20(3). 161-78 (1980); 
F. Barzaghi; R. Fownes and P. Mantagum, Ameim-Forsch, 23,683 ( 1973). 
Vejdeleck. Zdennak, Provita and Miroslov, Czech. CS 232. 783 (CI. C07D243/22); 
Chem. Absrr., 106,84663m (1987). 
M.F. Roger, G.B. Mark and E.E. Ben. Eu,: Par Appl. Ef 167. 919 (CIC07D 243/18) 
(1986); Chem. Absrr., 106,673592 (1987). 
Tohta, M. Wada. T. U k i u  N. Yanagawa, K. Yannda, Kakyo Kagaku Sogo Kenkyusho 
Nenpo (Japan). 10.59 (1991); Chem Absrr., 116, 165988e. (1992). 
U.C. Pant. M. Chugh, Seema Pant and Chm Modwel, J. Indian Chem. Soc.. 69.342 
(1992). 
a) R.Q. Brevster and F.B. Dains. J. Am. Chem. Soc., 58, 1364. (1936). 
b) V. Migrdichian, "Org. Synthesis". Reinhold Publishing Corporation. New York. 
1303. ( 1960). 
H.P. Kaufmann and K. Kuchler. Eer., 678.944, (1934). 
R.B. Kanthi and K.S. Nargund. J. Kunaruk Vniv.. 2(1). 8 (1957); Chem. Absrr., 53. 
8067b (1959). 
U.C. Pant, A.K. Guptaand V.K. Singh, Indiun 1. Chem.,22B. 1057-59 (1983). 
U.C. Pant. B.S. Gaur and M. Chugh. lndiun J. Chem., 27B. 189-190 (1988). 
a) A. Levai and R. Bagner, A m .  Chim. Acad, Sci. Hung. 112, 167 (1983); 
b) H. Duddeck. M. Kaiser and A. LCvai, Leibig's Ann, 869 ( 1985); 
c) A. LCvai and H. Duddcck. Pharmutic, 38,827, (1983): 
d) A. Levai, Pharmazie, 35,680 ( 1980). 
C.H. Hankovszky and K. Hideg, Acru. Chim. Acud. Sci. Hung., 68,403 ( 1971 ). 
W.D. Stephens and L. Field, J. Org. Chem.. 24. 1576 ( 1959). 
W. Ried and W. Marx. Chem. Ber., 90, 2683 ( 1957). 
U.C. Pant, M. Upreti. S. Pant. A. Dandia, G.K. Patnaik and A.K. Goel, Phosphorour. 
Sulfur undSilicon. 126, 193-199 (1997). 
M. L'preti. S. Pant. A. Dandia and U.C. Pant Phosphomur. Sulfur and Silicon, 113. 
165-171 (1996). 

D
o
w
n
l
o
a
d
e
d
 
A
t
:
 
1
2
:
5
7
 
2
8
 
J
a
n
u
a
r
y
 
2
0
1
1


