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Synthesis of Histamine Hj-receptor antagonists
— Synthesis of 5,6-dihydro[2,1-b]thiazole derivatives —

Sang Woo Park and Kang Ro Lee*
Division of Chemistry, Korea Institute of Science and Technology, Seoul 136-791, Korea
*College of Pharmacy, Sung Kyun Kwan University, Suwon 440-746, Korea

Abstract— For the development of new antiulcer agents 5,6-dihydroimidazol 2,1-b]-thiazoles subs-
tituted at the 3-position are sythesized. Thus, the reaction of 3-chloromethyl-5,6-dihydroimidazo[2,1-
blthiazole(2) with thiourea and subsequently with 3-chloro-propionitrile gives 3-[3-[5,6-dihydroimi-
dazol 2,1-b Jthiazolyl Jmethylthio Jpropionitrile(4), which by partial alcoholysis with methanol is con-
verted into methyl-3-[3-[5,6-dihydro- imidazo[ 2,1-b]thiazoyl)methylthio ]propionimidate(5). This co-
mpound(5) is treated finally with sulfamide or sulfonamides. 3-[3-[5,6-dihydroimidazo[2,1-b]thia-
zoyllmethylthio]-N*-sulfamoyl-propionamidine(6) inhibited gastric acid secretion (45%) when admi-
nistered intraduodenally (100 mg/kg) to pylorus-ligated rats.

Keywords [ ] Histamine, H,-receptor antagonist, antiulcer agents, 5,6-dihydroimidazo-[2,1-b]thiazole,

partial alcoholysis, gastric acid secretion.
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Table I—Effects of 6 and famotidine on the gastric acid secretion in pylorus-ligation rats

Treatments Dose No. of Gastric contents
(mg/kg, id.) animals Volume(m!) Acid output(uEq. hr.)
Control - 5 7.8+ 0.74 163.9+ 19.36
6 100 5 6.0t 0.55 89.9+ 9.81%(45%)
Famotidine 30 4 5.6+ 1.07 57.8+ 6.99**(65%)

Significantly different from the control gruop: *p<0.01, **p<0.001.
Experimental method: (4 hrs.). Parentheses showed the inhibitory percent.
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