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OPPI BRIEFS 

A GENERAL AND CONVENIENT 

-t S Y N T H E S I S  O F  2H-lr4-BENZOXAZ1N-3(4H)-ONES 

Submi t t ed  by D. R .  S h r i d h a r " ,  P'. Jog ibhuk ta  and V. S .  H .  Kr i sh -  
(4/10/8 1) nan 

IDPL Resea rch  C e n t r e  
I n d i a n  Drugs and P h a r m a c e u t i c a l s  L i m i t e d  
Hyderabad-500037 , I N C I A  

1-3 P r e v i o u s  s y n t h e s e s  o f  2H-l,4-benzoxazin-3(4H)-ones (111) 

s u f f e r  f rom one o r  more d i s a d v a n t a g e s  s u c h  as low y i e l d s ,  l o n g  

r e a c t i o n  t i m e s  and c o n t a m i n a t i o n  of  t h e  end p r o d u c t  w i t h  by- 

p r o d u c t s .  

i n g  t h e  t r e a t m e n t  of - o-aminophenol w i t h  c h l o r o a c e t y l  c h l o r i d e  

i n  bu tanone  i n  t h e  p r e s e n c e  of aqueous N a H C 0 3 ,  when a p p l i e d  t o  

t h e  s y n t h e s i s  of t h e  s u b s t i t u t e d  benzoxaz inones  ( I I I b - e l ,  a f -  

f o r d e d  t h e  d e s i r e d  p r o d u c t s  i n  r e l a t i v e l y  low y i e l d s  which w e r e  

i n v a r i a b l y  c o n t a m i n a t e d  w i t h  s i g n i f i c a n t  q u a n t i t i e s  o f  t h e  cor- 

r e s p o n d i n g  u n c y c l i z e d  2-chloroacetylaminophenols. 

The more r e c e n t  method o f  Rufenach t  e t  a ~ ~ ,  i n v o l v -  

R%k 8 0 - 9 5 %  
+ C1CH2COC1 - 

H 
R R1 

I I1 I11 

a )  R1 = H2 = H b )  R1 = H ,  R 2  = NO2 c )  R1 = C 1 ,  R2 = H 

61) R1 = CH31 R2 = 9 e)  R1 = N C 2 ,  R2 = H 

W e  now r e p o r t  t h a t  t h e  u s e  o f  i s o b u t y l  me thy l  k e t o n e  as  

s o l v e n t  p r o v i d e s  111 i n  h i g h  y i e l d s  and i n  e x c e l l e n t  p u r i t y  by 
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t h e  r e a c t i o n  of t h e  a p p r o p r i a t e  9-aminophenol  ( I )  w i t h  c h l o r o -  

a c e t y l  c h l o r i d e  i n  r e f  l u x i n g  i s o S u t y l  m e t h y l  k e t o n e  i n  t h e  p r e s -  

e n c e  o f  aqueous  NaHC03 .  

EXPERIPICNTAL 

__-___ G e n e r a l  P r o c e d u r e . -  -. T o  a s o l u t i o n  of t h e  a p p r o p r i a t e  o-amino- 

p h e n o l  ( 1 . 0  m o l )  i n  i s o b u t y l  r-.cth;-l k e t o n e  (600  m l )  , w a s  added  

YalIC03 (200 g ,  2.39 m o l )  a n d  w n t e r  ( 6 0 0  m l )  and  t h e  r e s u l t i n g  

m i x t u r e  w a s  c o o l e d  i n  i c e - b a t h .  C h l o r o a c e t y l  c h l o r i d e  (130  g ,  

1 . 1 5  mol) w a s  addcd  d r o p w i s e  i : i th  s t i r r i n g  and  t h e  col? n i x -  

t u r e  w a s  s e t  as ide t o  become s.-':Fcnt; i t  w a s  t h e n  r e f l u x e d  f o r  

4 h r s  and  cooled t o  g i v e  t h e  c o r r e s p o n d i n g  b e n z o x a z i n o n e s  i n  

80-95% y i e l d s .  The p r o d u c t s ,  t ' ? L l s  ; ? r epa red ,  had  mps i n  close 

ag reemen t  w i t h  t h o s e  r e p o r t e d  i n  t h e  l i t e r a t u r e  as w e l l  as con- 

s i s t e n t  I R  a n s  PMR s p e c t r a .  

4 

1 
I I I a ,  81% y i e l d ,  mp. 1 7 2 O ,  lit. mp. 1 7 2 O .  

I I I b ,  9 2 %  y i e l d ,  mp. 232O, lit. mp. 233O; pmr (DMSO-d6): 6 

4 . 6 6  ( s ,  2 ,  CZ2)  , 7 . 0  ( d ,  1, J = 9Hz., C 5 - H )  I 7 - 5 1  ( d ,  

1, J = 3Hz. ,  C8-H) , 7 . 8 3  ( d / d ,  1, J = 9 & 3Hz., C 6 H )  and  

1 1 . 2  ( s ,  1, N H ,  - e x c h a n g e a b l e  w i t h  D 2 0 ) .  

2 I I Ic ,  95% y i e l d ,  mp. 2 1 4 O ,  lit. m p .  215O; pmr (DMSO-d6): 6 

4 . 4 6  ( s ,  2 ,  C H 2 ) ,  6 .83  ( s ,  3 ,  A r H )  a n d  10 .66  ( s ,  1, N H ,  

e x c h a n g e a b l e  w i t h  D20) . 
- 

I I I d ,  85% y i e l d ,  mp. 209O, lit.2 209O; pmr (DMSO-d6): 6 2 .13  

( s ,  3,  C H 3 ) ,  4 . 4  (s, 2 ,  C H 2 ) ,  6 .53-6.83 ( m ,  3 ,  A r H )  a n d  

1 0 . 8 3  ( S r  1, NH, e x c h a n g e a b l e  w i t h  D 2 0 ) .  

1 
I I Ie ,  87% y i e l d ,  mp. 233O, lit. m p .  233'. 
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AN UNUSUAL SYNTHESIS O F  2,6-Di-t-BUTYL-4-ISOPROPENYLPHENOL - 

S u b m i t t e d  by  Lajos  Avar 
(5 /22/81)  

Sandoz L t d .  
CH-4002 B a s l e  
SWITZERLAND 

The r e a c t i o n  of 3,5-di-t-butyl-4-hydroxy-a-bromo-a-methyl- - 

p r o p i o p h e n o n e  ( I )  

hutyl-4-isopropenylphenol (11) , d e s c r i b e d  ea r l i e r  by Braun a n d  

Maier3 by d e h y d r a t i o n  o f  2 ( 3  , 5-di-J-butyl-4-hydroxyphenyl) - 2 -  

p r o p a n o l  w i t h  n e u t r a l  a lumin ium o x i d e .  

w i t h  sod ium h y d r o x i d e  leads t o  2 , 6-di-A- 

I I1 

EXPE R I  14ENTAL 

The I R  s p e c t r a  w e r e  measured w i t h  a P e r k i n - E l m e r  257 G r a t i n g  
I n f r a r e d  S p e c t r o p h o t o m e t e r .  The W R  s p e c t r a  w e r e  d e t e r m i n e d  
w i t h  A B r u k e r  S p e c t r o  S p i n  WP G O  w i t h  TMS as i n t e r n a l  s t a n d a r d .  
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