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Abstract — 3, 4-Dihydro-3-ox0-2H-1,2,4-benzothiadiazine-1,1-dioxides were synthesized as conformationally
rigid analogues of sulfonylurea hypoglycemic agents. All the compounds prepared showed hyperglycemic
activity. The hyperglycemic activity was enhanced for the diabetic rats in which the blood glucose level was

increased by 30-70%.
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Fig. 1. Structures of Tolbutamide, Diazoxide and synthesized
compounds.
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Table I. Effect of compounds 1~3 on blood glucose level in
diabetic group

blood glucose level (mg/dl)

Compounds
before 90 min 150 min consecutive
administration administration
Control 45344264 4282+ 290 456.6+ 7.0 386.8+ 32.6

1 415.0+342 5420+ 760 7243150.1* 647.3+112.0*
2 42724340 610011010 614.0+854* 654.31139.0%
3 461.4£20.6 7084+ 46.5% 789.04-72.0% 647.0£159.0*

Data are represented as mean +=5.E. from 4-9 rats.
Control: 5% ethanol-saline.
*P<0.05 relative to both before administration and control.

Table II. Effect of compounds 1~3 on blood glucose level in
normal group

blood glucose level (mg/dl)

Compounds ” - :
before 90 min 150 min  consecutive
administration administration
1 1214+ 6.0 121.2+174 1244+126 140.8+15.1

2 12044103 134.0£11.0 149.0+ 7.0% 1462+ 7.8*
3 13224184 13244 5.7 140.0£12.6 137.6+ 8.6

Data are represented as mean £ S.E. from 4-5 rats.
*P<0.05 relative to before administration.
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Fig. 2. The three conformations of sulfonylurea group.
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