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As a continu;ttion of our previous work’s2 about tlic synthcsis ;tnd properties of thia- 
zolopyrimidines, which arc expccted to be of bioloyir;tl and Iiicdicinal 
the present work is aimed to synthesize iicw polyfunction;il substilutcd thiazolo[3,2-a]- 
py ri niid i lies. 

Pyrimidine derivatives I were reacted with 1~roniom;tloiioiiitrile or ethyl bromo- 
cyanoaretate a t  rooiii temperature i n  cth;iiiol i n  presence of potassium hydroxide as a 
basic catalyst followed by refluxing the reactic)n iiiixlurc to give thiazolo[3,2-n]pyri- 
iiiidines Ifu - Ifd.  

EXPERIMENTAL 

All melting points are uncorrected. IR spcctra wcrc rccordcd i n  K13r pc1let.s. ‘11 NMR spcctra were measu- 
red with a 90 Mliz Varian spectrometer using TMS as intcrnal stand;ird. 

General Procedure for Preparation of Compounds I /  

To a solution of pyrimidine derivative Irr or / b  (0.01 mol) i n  ethanol (50ml) containing potassium hydro- 
xide (0.12 mol), bromomalononitrile or  ethyl bromocyanoacctatc (0.01 mol) was addcd. The reaction 
mixture was stirred at room temperature for 30 min, after which was rclluxcd for 5 11. then allowed to cool. 
The precipitated product was collected by filtration and crystallized lrom the proper solvent. The results 
are summarized in  Table 1. 

3-Acctamido-2,6-dicyano-7-phenylthiazolo[3,2-~]pyri1~1idin-5-one ( / / I )  

A mixture of / / c  (0.01 mot) in acetic anhydride (20 ml) was relluxed for 2 h, then allowed to cool and 
poured into ice/water mixture. The remaining product was trituratcd with ethanol and the solid product so 
formed was collected by filtration. 

4-Benzoyliniino-8-cyano-2,7-diplienyloxazit1o[4’.5’ : 4,5]thi~zolo[3,~-cr]pyririiidiii-9-one ( I V )  

A mixture of Ilc (0.01 mol) and benzoyl chloride (10 nil) was rerluxcd Tor 4 h. thcn allowed to cool and 
then triturated with excess light petroleum scveral times. I l ie  solid product precipitated was collected by 
filtration. 
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I 
I ,  I I  R' RZ X 

R1&l-NHz R Z N  S X 

I I  

a H NH, CN 

b H NHZ COZCZH5 
c CN C6H5 CN 

d CN C6H5 COzCzH, 

R3 R' R5 R6 

I I I  CN NHCOCH, V CeH5 NHCOCeH5 

Y I I I  CN N=CHOC,H, V I  SH SH 

I X  CN N=CHC,Hs V I I  SCH, SCH, 

X COZCzH5 NC 

X I  COZCZHS N=CHOCzH, 
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4-Benzoylaniino-8-cyano-’2,7-diplienylthiazolo[3,1-~][4,5-~]dipyrimidin-9-one (V) 

A mixture of oxazino compound IV (0.01 niol) and ammonium acetate (10 g) i n  acetic acid (10 ml) was 
heated under reflux for 30 min. The solid product which precipitated from the hot solution was filtered off 
and crystallized from the proper solvent. 

8-Cyano-2,4-dimercapto-7-phenylthiazolo[3,’2-~][4,5-~]di~~yriniidin-9-01ic (Vf)  

A mixture of Ilc (0.01 mol) and carbon disulfide (5 nil) in pyridine (15 ml) was hcatcd on water bath for 20 h. 
The solid product which prccipitated from tlie hot solution was collcctcd by filtration, washed several 
times with water and crystallized from the propcr solvent. 

2,4-Ris(methylthio)-8-cyano-7-phe1iyltliiazolo[3,’2-cr][4,5-~]di~~yrimidin-9-one ( W I )  

A mixture of ditliio derivative VI (0.01 mol) and melliyl iodide (1 nil) i n  prcscncc of anhydrous sodium 
acetate in ethanol (30 nil) was healed on water bath for 3 h. Tlic rcaction niix:urc was concentrated, poured 
on water and tlie solid precipitated was collected by fillration. 

6-Cyano-3-ethoxymethylcncatiiino-7-phcnyltliiazolo[3,2~~~]~~yriniiditi-5-otie (VIII) 

A mixture of thiazolopyriniidine Ilc (0.01 niol) and ethyl orthoforniate (5 ml) i n  acetic anhydride (’20 ml) 
was refluxed for 3 h, then coolcd and the crysldlinc product which precipitated was collected by filtration. 

3-Benzylidcncaniino-6-cyano-7-plicnyl1liiazolo[3,1-~]pyriniidi n-5-one ( I X )  

A mixture of IIc (0.01 niol) and henzaldehyde (0.01 niol) was fuscd together i n  prcscnce of fcw drops of 
piperidine for 5 niin, the niixture then refluxed iii  ctliiinol (30 nil) for 1 h. Tlic reaction mixture was then 
cooled and the solid product which precipitated was collrclcd by filtration and recrystallized from the 
proper solvent. 

Ethyld-cyano-3-isocyanide-5-oxo-7-phenylthiazolo[3,~-cr]pyrinlidin-3,-cnrboxyl~1tc ( X )  

A solution of thiazolopyrimidine IId (0.01 niol) i n  formaniidc (20 nil) was refluxed for 1 h. The reaction 
mixture was then cooled, poured in  water and acidifcd by dilute hydrochloric acid. The solid product preci- 
pitated was collected by filtration and recrystallized from thc propcr solvent. 

Ethyl-6-cyano-3-etlioxynictliyleneaniitio-5-oxo-7-~~licnyl tlii~izolo[3,2-cr]~~yrillliJill-3-carboxylate (xr) 

A mixture of IId (0.01 mol) and ethyl orthoforniate (5 nil) i n  acetic anhydride (10 ml) was refluxed for 4 
h. then cooled and the crystalline solid product was collccted hy filtration and recrystallized from the 
proper solvent. 
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