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Synthesis of 3- (2'-Chloro-6’ - fluorophenyl) -5-m ethy lisoxazole-4-carbonyl C hloride

CHEN Zhiwei, YAN Weihua, SU Wei-ke (College of Phamaceutical Sciences, Zhe jang University o f Technology, Hangzhou
310014, China)

ABSTRACT: OBJECTIVE To study the synthetic method of 3-( 2-Chloro-6-fluoro phenyl) -5-me thylisoxazole-4-carbonyl chloride.
METHODS The objective compound was synthesized by steps of oximation, chlorination, cyclization, hydrolysis, acyl chlorination,
starting from 2-chloro-6-fluorobenzaldehyde. RESULTS  The chemical stmcture of synthetic products was-confimed by IR,' H-
NMR,"* C-NMR and MS, the total yield was amount to 60. 2% . CONCLUSION This synthetic-route is practical with high yield and
low cost.

KEY WORDS: Flucloxacillin; 3-( 2-Chloro-6-fluorophenyl) -5-me thylisoxazole-4-carbonyl chloride; synthesis
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(400 MHz) , TMS Them o
Finnigan LCQ Advantage ( EI)
2 2- -6- (1)

37.7 g(0.54 mol) , 80
mL , 2- -6- 65.0 g( 0.4l
mol), s 20% pH 8
~9 , 20 ~25 C,
2h., , 69.6 g, 97.8%, mp. 130.2 ~
130.8 C ( 197126 ~127 C). IR ( KBr) cm ': 3455,

3059, 1692, 1603, 1574, 1454, 1316, 1250, 1161, 900, 772." H-
NMR(CDCL ) 8:7.08 (1H, t, ] =8.8Hz), 7.24-7.34 (2H, m),
8.42 (1H,s),8.85 (1H, brs.); MS(m/2):175,173 ( ).

3 2- -6- (2)
2- -6- 69.6 g(0.40 mol) 400 mL
, , 0T
,1 h , , 2 h,
, 2- -6-
4 3-(2- -6- ) -5- -4- (3)
(2) 160 mL,
, ] 5°¢C ,
60 mL(0.47 mol), 30% ,
10 C, pH 9.5 0.5
h , 20 ~25 C 5.h,
, 100 C, 30% 80
mL, 4 h, , pH
3, , 80.1 g 67.1 g.
65:5% . mp.198.9 ~199.5 C (

177199 ~ 201 C). IR (KBr) em ': 3450, 3050, 1692,
1603,1575, 1517, 1454, 1405, 1318, 1250, 1162, 900, 772.' H-
NMR (CDCL) 6: 2.79 (3H, s), 7.08 (1H, t, ] =9.6Hz),
7.26-7.30 (1H, m), 7.36-7.42 (1H, m),” C NMR( CDCL )
8:13.5(s),109.0 (s),114.1 (d, ] =22Hz),125.3 (s),
131.6 (d, ] =9.1Hz),135.1 (s) 155.6 (s),159.5 (s),
162.0 (s),166.6 (s),177.3(s), MS( m/z): 256, 258, 221,

220( ),196.

5 3-(2- -6'- ) -5- -4- (4)
3-(2'- -6'- )-5- -4- (3)63.9 ¢
(0.25 mol) 120 mL ( )
29.7 g(0.10 mol)  DMF 0.5 mL( 0. 006 mol),
3 h, TLC( =5:1)
, , 170 C /
2.0 kPa 64.4 g. 94.0% , mp. 47 ~ 49

‘C. IR (KBr)cm™': 3456,1763, 1614,1573,1455,1397,1291,
1252,901, 841, 783.' H-NMR ( CDCL ) &: 2.87 (3H,s), 7.08
(1H,t ] =8.8 Hz),7.33 (1H, t | =8.0 Hz) 7.41-7.47 (1H,
m),” C NMR ( CDCL /TMS)- & 14.5(s),114.3(d, ] =22.2
Hz),116.2 (d, ] =18.2 Hz),125.4(s),132.2 (d, ] =9.1Hz),
135.2 (s),155.1 (s),158.7 (s) 159.5 (s),160.2 (5),177.8
(s), MS(m /2):273,238,240,196 ( ).
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