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Imidazo[1 ,2 -c ]pyr imid ine  de r iva t ives  were  synthes ized  f r o m  C-subs t i tu ted  4 - a m i n o p y r i m -  
idines  by the King method.  The co r respond ing  8 - b r o m o i m i d a z o [ 1 , 2 - c ] p y r i m i d i n e s  a r e  
f o r m e d  by reac t ion  of 4 - aminopyr imid ines  without subst i tuents  in the 5 posi t ion with methyl  
ke tones  and b romine  in a ra t io  of 1 : 1 : 2. 

The wel l -known King method fo r  the syn thes i s  of  imidazo[1 ,2-a ]pyr id ines  [1] has  not been used for  
the p r epa ra t i on  of imidazo[1 ,2 -c ]pyr imid ines .  We have studied the reac t ion  of s e v e r a l  4 - a m i n o - 6 - m e t h o x y -  
p y r i m i d i n e s  (Ia-d) with methyl  ke tones  (Ha-d) and halogens (iodine and bromine) .  

2 -Ary l imidazo[1 ,2 -c ]py r imid ines  ( I l ia -c ,  Table  1) a r e  ac tua l ly  f o r m e d  f r o m  I a - c  and methyl  a ry l  
ke tones  I Ia ,b  and iodine. If b romine  i s  used  in p lace  of iodine, in the case  of Ia,b the pyr imid ine  r ing is  
p r i m a r l y  b romina ted  in the 5 posi t ion to give p roduc t s  Ic,d.  In the case  of a twofold excess  of bromine,  
the cor responding  8 -b romoimidazo [1 ,2 - c ]py r imid ines  (Hid-i) a r e  fo rmed .  The s t r u c t u r e s  of the im id azo -  
[1 ,2 -c ]pyr imid ines  (Ill) we re  conf i rmed  by a l t e rna t ive  syn theses  [2-4]. 
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cn3~ ~"2 + m'cocH~ ~tBr~) cn~O ~ l ~ n  j/j,.r " 
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I - I !  a - d  111 a-i 

Ia R=R'=H; b R=OCH3, R'=H; c R=H, R'=Br; d R=OCHs, R'=Br. IIa R"= 
=p-NO2C6H4; b R"=C~Hs; c R"=CH3; d R"=p-BrCaH4. HIa R=R'=H, 1T'=p-NO~C~H4; 
b R=OCH3, R'=H, R"=C6H~; c R=OCH3, R'=H, t~"=p-NO2C6H4; d R=H, R'=Br, 
R"=C~H~; e R=H, W=Br, I~"=p-NO2C6H4; f R=OCH3, R'=Br, W'=CH3; g R=OCH~, 
R'=Br, I~"=C~H~; h R=OCHs, R'=Br, R"=p-BrC6H~; i R=OCHs, W=Br, i~"=p-NO2C~H~ 

EXPERIMENTAL 

2-Ary l imidazo[1 ,2 -e ]pyr imid ines  ( I I Ia-e) .  A) A 0 .01-mole  sample  of methy l  ketone II,  1.68 g (0.02 
mole) of  sodium bicarbonate ,  and a solution of 2 .54g  (0.01 mole)  of iodine in 20 ml  of ethanol were  added 
to a solution of 0.01 mo le  of amine  I a -b  in 20 ml  of ethanol,  a f t e r  which the mix tu r e  was ref luxed fo r  4-6 h. 
The ethanol was then evapora ted ,  20 ml  of wa t e r  was  added to the res idue ,  and the resu l t ing  prec ip i ta te  
was r e m o v e d  by f i l t ra t ion  and washed with wa te r  to give I l ia-c~ 

B) A 0 .01-mole  s am p l e  of the app rop r i a t e  a - b r o m o k e t o n e  was added to a solution of 0.01 mole  of 
Ia ,b  in 30 ml  of ethanol,  and the mix tu re  was ref luxed fo r  1 h .  A 0 .015-mole  sample  of sodium h y d r o c a r -  
bonate was then added, and the mix tu re  was hea ted  for  ano ther  3 h. I t  was then cooled and diluted with 50 
ml  of wate r ,  and the resu l t ing  p rec ip i t a t e  was r e m o v e d  by f i l t ra t ion,  washed  with wate r ,  and dr ied.  

Imidazo [1 ,2 -c ]py r imid ines  ! ] l id- i ) .  A) A 0 .01-mole  sample  of methyl  ketone II,  0.01 mole  of b romine ,  
and 0.02 mole  of sodium bicarbonate  we re  added to a solution of 0.01 mole  of amines  Ic ,d in 20 ml  of m e t h -  
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anol (ethanol) and the mix tu re  was heated for  2-3 h. It was then cooled 
and diluted with 50 ml of water .  The resul t ing prec ip i ta te  was removed  
by f i l t rat ion,  washed with water ,  and dr ied  to give IIId-i.  

B) A 0 .02-mole  sample of .bromine,  0.01 mole  of methyl  ketone, 
and 0.04 mole  of sodium bicarbonate  were  added to a solution of 0.01 
mole  of amines  I a , b  in 20 ml of methanol  (ethanol), and the mix tu re  was 
ref luxed fo r  3-4 h. The products  were  isolated as  in exper iment  A. 

C) A 0.011-mole sample of ~ -bromoke tone  was added to a solution 
of 0.01 mole of Ic,d in 30 ml of ethanol, 0.015 mole of sodium bicarbon-  
a te  was then added, and heating was continued for  another  3 h. The r e -  
act ion mix tu re  was then worked up as  in exper iment  A. 

Compounds III were  purif ied fo r  analys is  by rec rys ta t l i za t ion  f rom 
d imethyl formamide  (a,c), butanol (b,h), dioxane (d), ethanol (f,i), me tha-  
nol (e), o r  5070 ethanol (g). 
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