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SYNTHESIS OF 4-ISOPROPYL-2,6-DLNITROCHLOROBENZENE 
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The L i l l y  Research Labora to r i e s  
E l i  L i l l y  and Company 
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hexane, r e f l u x  02a-02 
We would l i k e  t o  b r i n g  t o  your a t t e n t i o n  a convenient and e f f i c i e n t  

procedure f o r  t h e  p repa ra t ion  of 4-isopropyl-2,6-dinitrochlorobenzene 

by the  t rea tment  of  4-isopropyl-2,6-dinitrophenol wi th  t h i o n y l  c h l o r i d e  

and dimethylformamide. This method corresponds e s s e n t i a l l y  t o  the  one 

r epor t ed  previous1y; l  y 2  however, t h e  y i e l d  and t h e  q u a l i t y  of t h e  

product  have been improved g r e a t l y  by employing hexane as a s o l v e n t  

i n  t h e  r e a c t i o n .  This  mod i f i ca t ion  provides  a pure  c r y s t a l l i n e  

material d i r e c t l y  from t h e  r e a c t i o n  mixture  wi thou t  any p u r i f i c a t i o n  

and could a l s o  be u t i l i z e d  as a g e n e r a l  s y n t h e s i s  f o r  4-alkyl-2,6- 

d i n i  t roch  lorobenzenes.  

EXPERIMENTAL 

4-Isopropyl-2,6-dinitrochlorobenzene . -Dime thylformamide (40 m l .  ) w a s  

added to a suspens ion  of 4-isopropyl-2,6-dinitrophenol (452 g . ,  2 moles) 
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i n  hexane (400 ml.). The r e a c t i o n  mixture w a s  hea t ed  t o  4O-5O0C, 

and t h i o n y l  c h l o r i d e  (333 g . ,  2.8 moles) was added dropwise over 

a pe r iod  of 45 minutes. The r e a c t i o n  mixture w a s  r e f luxed  f o r  

5 hours and cooled. D i l u t e  sodium b ica rbona te  s o l u t i o n  (5%) was 

added t o  n e u t r a l i z e  t h e  r e a c t i o n  mixture .  The r e s u l t i n g  mixture 

w a s  s t i r r e d  f o r  t h i r t y  minutes and the  product removed by f i l t r a t i o n ,  

washed wi th  water, then hexane and a i r  d r i e d  t o  y i e l d  456 g. (93%) 

of 4-isopropyl-2,6-dinitrochlorobenzene, m.p. 61.5-64". E. 

Calculated f o r  CgHgClN204 :  C,  44.58; H ,  3.67. Found: C ,  44.58; 

H ,  3.81. The spec t roscop ic  d a t a  are i n  accordance with t h e  a s s igned  

s t r u c t u r e .  NMR (DMSO ) 6 1.32 (d ,6 ,  J = 6.9 Hz, a), 3.21 (m,l ,  

J = 6.9 Hz, CH), 8.37 ( s , 2 ,  aromatic  p ro tons ) ;  m a s s  spectrum M 244, 

one c h l o r i n e  atom. 

d6 
+. 
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