28 4 ,2015 10
Vol.28 No.4, Oct. 2015

JOURNAL OF NINGBO UNIVERSITY ( NSEE )

2, 6-

ES S

2 AL £ |

37 N . *
lopgkig !

1. s 315211; 2. , 243000
2,6-
) ; ) , 75% ,
;2,6- ;
1 0621.3 : 1001-5132 2015 04-0090-03
, . (Bruker Avance 400,
R , TMS ), (Bruker Apex
I1I), LC3000 (
; )s
: ) 1.2
241 0.5g(3.59 mmol)2,6-
[5]'
3- -2,6- , 0.18 mL(4.47 mmol) ,
(1) (6]
5 3- _2’6_ >
( 30%)5 355_ _2’6_ s 5 s
(15%) 2,6- (15%); , ,
(2)NBS , 96 h 10
h, 85%"; (3) , -20~ 1
8-10
-40 (510, AN - X Br Br X Br
(e 0 0
MeO N OMe MeO N OMe MeO N OMe
1
1 2
1.1 )
2,6- )
5 N_ s
1 2014-04-24. : http://journallg.nbu.edu.cn/
: 51303108 ; 2012C5002
1989 . s . E-mail: wangjunping@mail.nbu.edu.cn
* : 1964 . s / . E-mail: lianghongze@nbu.edu.cn



4 . 126- 91
HBr ,
, 2.3
) N- ,
3 , N- ,
. HBr R
2.1 , .
(25°C) , 4h, 2,6- , N-
1:1, ) s
1 , )
, ; N-
, . 10 )
HBr R >
, Br' , ,
, 3 N-
HBr, N- ( )
’ ) 1:1 1:2 1:4 1:6 1:10
N- ’ 60.5%. /% 605 751 679 212 34
N- ,
2.4
/N- 1:2
! , 4
N- 4h, 75.1%,
/% 43 47.8 60.5 [8-10],
2.2 , , ,
N- , 4h, 2,6- )
1:1,
2 , 4h
’ 4
’ ’ ’ /h
: ’ 1 3 4 6 10
’ /% 25.4 36.6 75.1 54.1 51.1
38 76 3,5-
2.5
' , (8]
2
/ B B
0 25 38 76 , , ,

/% 24.7 60.5 41.8 36.0




92

2015

47.6%, ,
CCly 26 mL ,
75.1%. ,

/mL
54 54 26 52 78 104
% 263" 476 751 569 473 310
1) [8]

(1] ; - 1. ;
2003, 2(2):1-6.

[2] Garcia D V A, Martinez B V, Burgos C, et al. N-azinyl-
pyridinium N-aminides: intermediates for the regioselec-

tive synthesis of 3-fluoro-2-amino pyridine derivatives[J].

Journal of Organic Chemistry, 1999, 64(3):1007-1010.

[3] Stoit A R, den Hartog A P, Mons H, et al. 7-Azaindole
derivatives as potential partial nicotinic agonists[J].
Bioorganic & Medicinal Chemistry Letters, 2008, 18(1):
188-193.

[4] Abrahim A, Angelberger P, Kletter K, et al. Synthesis of
fluorine-18-labeled 5- and 6-fluoro-2-pyridinamine[J].
Journal of Labelled Compounds and Radiopharmaceu-
ticals. 2006, 49(4):345-356.

[S] Scriven E F V, Toomey J E, Murugan R. Pyridine
andpyridine derivatives, kirk-othmer encyclopedia of
chemicaltechnology[M]. New York: Wiley Presses, 1996:
641-679.

[6] Khanapure S P, Biehl E R. A Convenient synthesis of
azaanthraquinones via polar addtion to hetaryne inter-
midiates[J]. Heterocycles, 1988, 27(11):2643-2650.

[7] Cafiibano V, Rodriguez J F, Santos A, et al. Mild
regioselective halogenation of activated pyridines with
N-bromosuccinimide[J]. Synthesis, 2001, 38:2175-2179.

[8] Pai C C, Lin C W, Lin C C, et al. Highly effective chiral
dipyridylphosphine ligands: synthesis, structural determi-
nation, and applications in the Ru-catalyzed asymmetric
hydrogenation reactions[J]. Journal of the American
Chemical Society, 2000, 122(46):11513-11514.

[9] , , , .

[I1. ,2007,29(4):193-196.

[10] Chen Y Y, Shao H F, Wang Y S, et al. Regioselective
ortho-lithiation of of halopyridines and synthesis of 3-
bromo-2,6-dimethoxy-4-diphenylphosphino pyridines[J].
Journal of the Chinese Chemical Society, 2004, 12:17-19.

Investigation: Bromination of 2,6-Dimethoxypyridine

WANG Jun-pingl, FAN Yi-xu', LIANG Ming—mingz, YU Fang—jiel, JIANG Fengl, LIANG Hong—zel*
( 1.Faculty of Materials Science and Chemical Engineering, Ningbo University, Ningbo 315211, China;
2.Maanshan Municipal People’s Hospital, Maanshan 243000, China )

Abstract: New synthetic method for the bromination of 2, 6-dimethoxypyridine is proposed. The influence of
alkali system, temperature, reaction time and reactant concentration on the bromination of 2,6-dimethoxypydine

is systematically investigated. The results show that with the addition of organic base as HBr scavenger more
starting material is released, and the yield of product is thus increased. The new method features in practicality,
simplicity, and convenience in handling. The yield can reach as high as 75%, which is compatible with that

produced under traditional conditions.
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