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This present work deals with the synthesis, characterization and anti-inflammatory activity of some novel thiazole-thiadiazole derivatives. 2-amino 4-phenyl thiazole (I) was prepared by triturating thiourea and iodine and mixed with substituted acetophenone. Equal mole of (I) & phenylisothiocyanate in the presence of potassium hydroxide, at room temperature afforded 1-phenyl-3-(4-phenylthiazol-2-yl)thiourea(II). When (II) was directly reacting with hydrazonoyl chloride in refluxing ethanol in the presence of triethylamine afforded 4-substituted phenyl tiazol-2-imine-3,5-diphenyl thiadiazole derivatives(III). The chemical structures of synthesized compounds were confirmed by MASS, FTIR and 1H-NMR spectral studies. The synthesized compounds were (50µgm/kg) screened for anti-hypertensive activity by Tail Cuff method.
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The importance of thiazole and thiadiazole nucleus is well established in the field of pharmaceutical chemistry. This class of compounds has played a pivotal role in organic and medicinal chemistry. Various pharmacological activities such as antihypertensive, antidiabetic and anti bacterial are associated with compounds having thiazole and thiadiazole nucleus.

II. EXPERIMENTAL WORK

The melting range of the synthesized compounds was performed by LAB-INDIA MS-VIS Visual melting point apparatus and is uncorrected.

STEP-1: General procedure for the synthesis of Substituted 2-amino-4-phenyl thiazole derivatives (I).
Substituted 2-amino 4-phenyl thiazole (I) was prepared by triturating thiourea (0.2 mol) and iodine (0.1) and mixed with substituted (0.1mol) acetophenone. The mixture was heated on a water bath with occasional stirring for 8 hrs to get the product. The obtained solid was washed with diethyl ether to remove unreacted substituted acetophenone. The crude product was dissolved in hot water and filtered to remove the sulphone. Substituted 2-amino-4-phenylthiazole substituted derivatives were precipitated by the addition of ammonia to the above filtrate and re-crystallized from ethanol has resulted white solid, yield 70% m.p 238ºC. Which was purified by column chromatography on silica gel (toluene: ethyl acetate: formic acid) to give the required 2-amino-4-phenyl thiazole.
STEP-2: Synthesis of substituted 1-phenyl-3-(4-phenylthiazol-2-yl)thiourea(II) 
Reaction of 4-phenyl 1,3-thiazol-2-amine derivative(I) with phenylisothiocyanate in dimethylformamide, in the presence of potassium hydroxide, at room temperature afforded 1-phenyl-3-(4-phenylthiazol-2-yl)thiourea(II)

STEP-3: Synthesis of substituted 4-substituted phenyl tiazol-2-imine-3,5-diphenyl thiadiazole derivatives(III)
The reactivity of the disubstituted thiourea derivative II with various types of hydrazonoyl chlorides was evaluated. Thus, treatment of the disubstituted thiourea derivative II with the hydrazonoyl chloride in refluxing ethanol in the presence of triethylamine afforded 4-substituted phenyl tiazol-2-imine-3,5-diphenyl thiadiazole derivatives(III).

The IR spectrum studies of the synthesized compound were recorded by pressed-pellet technique. IR spectra were recorded in KBr press (Shimadzu). H-NMR-Bruker avance 300MHz using TMS as internal standard.
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Fig.1. LAB-INDIA MS-VIS Visual melting point apparatus and is uncorrected.

III.RESULTS AND DISCUSSION

The synthesized compounds were screened for anti-hypertensive activity on Albino normotensive rats (Wistar Strain) by Tail Cuff method.
Pharmacological evaluation:
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Fig.2:  Reduction in blood pressure (mm Hg) at a dose of 50µgm/kg animal body weight.

CONCLUSION
In conclusion, the present study highlights the importance of thiazole-thiadiazole derivatives for rational drug designing for various diseases. And therefore serves as lead molecules for further modification (molecular modeling) to obtain clinically useful entities. On the basis of predicted biological activity spectra, new lead structures were discovered with antimicrobial, antifungal, antiviral and anti-diabetic, anti-inflammatory activities etc.,
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