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Abstract : Hexahydro-3- (3- hydroxyphenyl) - 1- met hyl- 2 H-azepi - 2-one was prepared by aromatization of hexahydro-1- methyl-3-
(3-oxocyclohexen-1-yl)-2 H-azepin-2-one using Br2 reagent in 90 % yield at room temperature. Meptazinol was obtained by re-
duction of 3-ethylhexahydro-3- (3- hydroxyphenyl)-1- methyl-2 H-azepin-2-one using RED-Al as reducing agent in 70 % yield.
The present approach offers several advantages such as shorter reaction time, high yields, less power consumption ,and mild re-

action condition, thus suitable for large scale preparation.
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Fig.1 Synthess route of meptazonol
-3 (3 -1- )-1- -2H- -2 2) F -3 (3 )-1- -
2H- -2 | 4) [1]
1.2
1.2.1 -3 (3 )-1- -2H- -2 ( 3)
11.1 g(0.05 mol) 2 60 mL , , 25 Br.
8 g(0.05 mol) , 1h, 50 mL , , 2 ,
. , , , 6.29, 90 %, 191.0 193.0 (
192.0 193.0 )
1.2.2
70 %( ) RED-AI 5.77 g(0.02 mol) 20 mL THF,
, 2.47 g(0.01 mol) 4 20 mL THF , 6 h , 17
mL , , 30 min, , THF , , ,
, 1.63¢g , 70 %, 129.0 133.0 ( 127.5
133.0 )
2
2.1 -3 (3F )-1- -2H - ( 3)
2 3, a B- , n(CuBr2) n(LiBr) =
3.1 1 , , 87 % CuBr- LiBr ,
, , ,TLC ; , ,
, Br:
) , , 1h ,
) : , 2 1
1
Tab.1 Contrast of aromatization experimental methods
n( 2) n( ) /'h | % /
CuBra/ LiBr 1 (3.1 1) 24 87 190.0 193.0
Br2 11 1 90 191.0 193.0
2.2 Br
Br2 , 2 2 ,n( 2) nBr)=1 1
2 Br
Tab.2 Hfect of Br. amount
n( 2) n(Brz) / ! % /
11 90 191.0 193.0
1 1.1 90 190.0 193.0
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2.3
[1] 1 LiAlHa THF RED-AI LiAlHa , 2
, 3 ,RED-AI LiAlHa , ,
, LiAlHa , (LiAlIO2) ,
1 , pH :
, [1] pH )
, Al (OH)s , ) )
RED-AI , , ,RED-AI , ,
. , , LiAlIH4 RED-AI ,
, , LiAlHa 5%
3
Tab.3 Contrast of reduction methods
n( 4) n( ) / /h | % /
LiAlHa 12 5 65 127.5 133.0
RED-Al 1 2 6 70 129.0 133.0
2.4 4
, 4 Tab.4 HEfect of material amount
4 ,n( 4) n(RED-Al) =1 2 n( 4) n(RED-AI) / % /
1 1.8 62 126.0 130.0
1 2 70 129.0 133.0
3 1 25 70 131.0 133.0
-3 (& )-1- -
2H- -2 , 3 - -3 (3F )-1- -2H- -2
,RED-AI LiAlIH4 n( 2) n(Brz) =1
1,n( 4) n(RED-Al) =1 2, , 1h 6h, 90 %,
70 %, 3% 5% , ,
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